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(57) Abstract 

Peroxisome proliferator-activated 
receptor controllers containing as the active 
ingredient compounds represented by general 
formula (1), nontoxic salts thereof acid 
addition salts thereof or hydrates of the same. 
In said formula, each symbol has the meaning 
as defined in the description. Because of the 
activity of controlling a peroxisome proliferator-activated receptor, the compounds of general formula (I) are useful as hypoglycemic agents, 
lipid-lowering agents, and preventives and/or remedies for diseases caused by metabolic errors, such as diabetes, obesity, syndrome X, 
hypercholesterolemia and hyperlipoproteinemia, hyperlipemia, arteriosclerosis, hypertension, circulatory diseases, hyperphagia, ischemic 
heart diseases, etc. 
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& -S0 2 ~^ -0-3fctfctt-NR4-&*&»ft3*i*£fcJ:oTlI£ 
«*."&*iT&J:v\, ) x SfctiC 2-87^-1/ V* (ffiBC 2 ~ 8 7;V*- 
-UVifOlflO^Si^tt-S-^ -SO- -S0 2 -3t, 
f;li-NR5-^^M$iiSlt:J:oTlii£P)iiTUv> 0 ) fcgfcU 

* (n) 



20 (5£tK E2-l{i-SH^ -OHi; f £ii-NHR8&£3Efc>U 




G E 1 — E : 



A 1 — COOR 3 * 1 
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G E 1 X (m) 

5 Z.<DBU&1±. (n) ^^ti^t^OE^-i^-SHmitzii-OK 

(fhDh KD77> (THF) , V-Xif- 

^>-tf>, h^i>> y>fJl/*^A7^ K (DMF) , SM*-*****^ 
K (DMSO) , AWf^7T7<K (HMPA) *) «k (* 

7A, ^*-fei/«>A*) ^$tT, o~~8 or-cftfcfrftSo -tt^t (n) 

Ts 0-8 OICWftbfL*. 
15 (b) -*S5 (I) WW^ft^oH, R2#-COOH£*£*> 
U A#lMfr&\ Cl~87;l/*l^&, Sfcl±C2-8 7A'^-l/>l6*a 

fc-Hfc**, 1-*fr*>-&a; (i-b) 




tt, (I - A) -ZTr^tizit^m*, x-XTnsi&K&ntZRB (*■ 
25 (l) fctim LnZGtimm (THF, 5>***>, x?y-/K 
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jmiV)i-<7&, mL*w^ m+Yw&m o^mzm^z 

t>tl& 0 

(c) (I) ?7rsZtiZ>it&m<On*>, 

Aifi = & &xx? =— (c i-87;v*w>) -m £ 

Ut>ls R2^COOR3^fr^t>Ls Cy c immmitzli-MmwdtM 

mmbtiti?®, tt*t>%-f6& (i -c) 




(5£tK Cyc 2ig(±l&fPt ^fi-^fPO^^^^tjL, 
A2{i = ££ti =— (Cl~87;^l/>) -S 

•«u -tts (iv) 




(V) 
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/ \_p+_ A 2-1_ COOR 3 (y) 

w A Br 



(5$*, A2-ific 2~8 7;v*i'>&££fc>U -e-OjfeoE-^lilllriBi: R C 
jtBfcfc^fc-fo ) ?*$ft*ffc^*RJS$-£*d\ itzii-HSift (vi) 

5 

O 

H 3 C ^^O-P-CL .CH 3 



, (vi) 

^COOR 31 



10 UtrfB&oii * -f r (Wittig) RJoi £ »i* • V* (Horner- 

0-8 or-?RlS$-£&vLh£«k Ofrfc? it^ii, 
15 ftfefL^ft^ftiHEo^vft^c^i-ifcKJ:^, (I-C) -C* 

(d) Hft* (I) 

A** = — (C2~87;^-W>) -&£^bU R 2 ri*COOR3&£ 
20 H« (I-D) 
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c£tk A3{i = — (c2~87;^-i/>) -&imt>u ^<om<ou 
&mBtmt%mi&t>to ) -e&ztizx&mit&mt, (vn) 

5 




10 ^2fcMMK:a; (vi) *^3*i4fl:«*Rj6**«ifcfc J: OSiil-* i 

i<^RlD(iffE<7)^ >f f -f 7 (Wittig) RJ&£ fcti*-:*-- • x^e 
(Homer-Emmons) BUBt LXfr%1 1 6o &RK:j6tT 

#?>n^fls#«*IWBO^>fl:Ri&»c#1-ii:KJ:»)^ HRj* (I-D) 
15 $ft*ft^££!ii£t*£i#-e§£o 

(e) (I) ^Sft*#*Wfte»<&5*>, 

Art* ==-(Cl~87;^l/» (Htj3, C1-87;^V^ 
lfflo^*S?-tt-S-^-0-3lifctt-NR6-afe3ft»t,a^§it*36K:J: 

20 =-(C2-87^-WV) C2-8 7H-l/>i<^)l 
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(I-E) 




5 

A*\t = — (C C 1-8 7;^ 

v >&<d i mo$tnm?n -s-^-o -m tz « - n r « $ ^ 

===== — (C2~87^-l'>) C2-8 7;vy-l/>i(Dl 

10 «oi**B^tt-s-*,-o--at*3t»i-NR7-afe*»e)»^$*Lsat»cj:o 

T*j3*$*i**»#ffrfr*tt, -tfbS (vm) 




(vm) 



15 

A 4-2_ A «_ COOR 3-1 (IX ) 

20 

(£tK A4-2tt_SH^ x -OHI, tfcli-NHR4£*3W>U A*'3 
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zomi*. triao-^s: (n) -zmztiz>tt&mt-&& (m) -e^saa 

(f) (i) -?7fiZtiz>*%mt&mv>*)*>. 

5 Art* ===== — (Cl~8 7;V^rl/» C 1 ~87;K1/>I^ 

i lignum*- s o t tz\±- s o 2 -mfrhwrnztizmz. iott 

l&x.t>*tTV>£ 0 ) % ttzii 

===== — (C2~8 7;^-l/>) (g<K C2~8 7^-V^i0 1 
1®^#^^fi- S 0 -mt tz\i -SO 2 -&^<b51iR £ ft&gK ioTll 

10 m£^^TV^ 0 ) £^bU R2^COOR3-iI^fcL, Cycll# 
l&fa^fcti-g^fQO^^^afet^^ t^fe*>-^ (I-F) 




v >m<o i lio^nm*- s o -m, itz&-so 2 bmiz hz&k 

== — (C2-87^-UV) C2~8 7H-l/>i©l 

i^II^ f±- S 0 -m tz\*-S0 2 -BfrbMR 2 ioTl § 

*Sft*#$|ll(Ht£W, (I-E) ^2ft<Mfc£-tJOA4&tWc 

- S - S *fc£*J * t»£ £#1" ZbliZX •) Rfc* & - 1 tf? £ * o 

25 t-T^T;^-;^) l^*^^J (mutfcm. Y 
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'j? a, Mwrr^JK m;* a, its? (m-^noa$im 

*) 0#£T\ &#RU -7 8-or<Z>SK?Rl&$-tar*£fcfcJ: 

#®> msm so «>#&t, fti»n. -7 8-4 oroaurcs©*** 

10 (g) HK3t (I) T**3*L**89Hb£&<&d*>, 

A# == — (Cl-87^l/» (*<K Cl-87;HU>iO 

= — (C2~87;^-u>) -16 c 2-8 7)V>r-vy&<7) i 



15 



20 



25 



®08i%m?te-S-&, - SO-S, - S0 2 -1 -0-3fe*fcli 

^COOH^trffcU Cyc 1 m*mH tz l±-8M&fDO&*3lfc£k1-<b 
1-fcfc*>HK35 (I-G) 



•E — E ; 




(:£+> A6{± = — (C l-8 7;V^rU>) -|6 (31+, Cl-87^ 
WV^OllBO^JI^fi-S-^ -SO-*, -S0 2 -is -0-&2£ 

(C2~87H-l/>) -g (*+, C2-8 7;V^-U>*(J9 1 
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®<D$tmm*K-S-&. - SO-S, -S0 2 -I, -0-&itzi± 
(I-E) -?*ZtiZ>it&tott:\i-18&; (I-F) tmZti 

(h) Hft* (I) ^Sfia^SSBft**©^ R 2 ^lH-fh7V-;v 
-5-^;i*C££l[;^ t£fr*>, Hfe* (I-H) 



10 
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5 HRS; (n) ^StlSft^tt^flAtrC***, ^PO^rffi, Sfctttf 
^HB 60-142936 ^ <fc 3-261752 fcli*it 6 Kip 

flIAtf, HRS (n) ?*$*i-Mfc'64fr«U &T0BU&3M&l*hRlBJM 

10 HK5£ (iv) , (vn) (vm) ft*ft^te> ^fcrtk^-cfc 

E2-2|iM?^;-SHi, -OHI, ifctt-NHR 6**£i> U 
pttl~6£^;bU qti 0-5*^1"^ p + qtt 
J Ifi-S-^ -0-*, Sfcl±-NR6-£*£fcU 
20 J2(i-S-^ -S0-&, -S0 2 -& *fcli-NR6-** 

A l-l tiC l-67^1/>i, ££liC 2-~6 7;i"5r-W3k*^bU 
R9{i-SH^ -OH*, $fcli-NHR6**£fcU 

25 rttO~3£m>U s it 1 ~ 3 tjEfct* 1 , r + s it 3 ttT"?**. 

HKsfc (n-4) (n-4-i) ksv*t, (ch 2 ) ue^^Ai-i 
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(11-6) (n-4-1) fcS^T. (CH 2 ) r < (CH 2 ) 8 * 

TMSN 3 (±HJ*?->Vv'V^7v ? K£^:bU EDC-HC1 ti 1 -xf*- 
5 E t 3 Ntt h V J-T)V7 $ > fc^fc L>HOBt&l-fc Kd^^^V h V 7 
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93 



CO 

H 



^ 2 H H 

^ 1fv 1^ 

£^ ^ ^ 

I I 1 1 



I 



co 4 in vo ^ |a 

KKtf ft fab £ 

1 1 1 1 I 
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(m) , HfcsS (VK (vi) , -ft* (dc) , (xi) , 
-*b£ (xn) , -ft* (xm) , Hfc£ (xiv) £ «t -ass* (iv-i) 

T t tz \±tf&T Kis VZ>m%, v U * £ £ fi*- >f &v ^* V * A * J8 Wc 

7 ||^tt£tt§$Jl*;f;«73> (7F7^f;V7>^ 

Mj jc^;V7$ ^^-;V7^^ % ^>f;V7T/, i/^n^>^;w 
7 5 >, ^v$;;V7r/, 7x^f;n?>, ^;x^;-^7 

25 7T« -7W>^ ?3~>ffiZ, *9VX»*VWBL. 
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( I ) ^HS^IWP P ARMfcM»«&tt**rl-* t 

PPAR a 7 3*-* r-ftf££J:tFPPAR7 7^* hflHtO»Jg 

1) bfPPAR a Sfctt7 $$#*|v>fc)!/i/7z5-" K7y -fe>f Otffl-© 
PIS 

(TK) ^n*-^-$ET0^7x9-<«e^5IS 
^^^-tLt, PicaGene Basic Vector 2 (j§p D q£, >*tt, * * n ^ No. 

309-04821) *»^»^*>7x9— tffllaijt^FtiWOffl U TK7o^-*-£fc 
opTKjJ (?ovf^!i, #*n^No. 6179-1) frfc#R*/>4)'7n*- 
15 ^-fitttLTTKyD^-^- (-105/+51) jEW>7x?- : Mfe 
^i^^-pTK-Luc. fcft*Lfc. TK7nt-^-±«K»i»0 
i*KWCifeiGa 1 45G<0JfrS«flU UAS*4Hm»))iL*:i>^ 
SSFItiAL, 4XUAS— TK— Lu c. *«S5U W#-*-*fg 

20 

E£l#*l : Ga 1 45fij£igFEF!l*il»)iSLfcx>^>-9--Ey!l 
5'-T(CX3ACGGAGTACTGTCCrCCG)x4 AGCT-3' 

g£#G a 1 4afiODNA»'frfiit©*>U#*'>^*J|K*rtSiW*fc h P 
25 PAR a $fcli7Mfltf>y K££«&*Ifr£$*fc** * 
&S1"*^**-£&T<&J:9K:ftj£L£o PicaGene Basic Vector 2 

(jgo° n £, * * n $r No . 309-04821) fc&fcf&S^ 
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Ga 1 4SSODNAife^^ l#B^t> 1 4 7#IJ"C07 5 SfRSM 
fca- K-t"*DNAT*tfc hPPARfl ifctt/ V K*fr££# 

5 ^3- DNA#7V-A^9 <fc ? K|»£-LT, PicaGene Basic Vector 2 

<£>7 ^ y*5g^{± SV40T-antigen HOg^v'^t^ AlaProLys 
LysLysArgLysVa lGly (Efll#*2) tEL> 

j H/S-y-tfo^-? iffrT— >J-^ h -y> TyrProTyrAspVal 
ProAspTyrAla (Eft** 3) fcSfHfrlha fcHKEt* * 7 
fcDNAE?!)fc L£ 0 

15 SB#ti, R. Mukherjee <b (J. Steroid Biochem. Molec. BioL, 51, 157 (1994)#JS) x 
M. E. Green h (Gene Expression, 4, 281 (1995)#$) ^ A Bbrecht h (Biochem 
Biophys. Res. Commun., 224, 431 (1996)#fiS£ tt A Schmidt (MoL 
Endocrinology, & 1634 (1992)#M) KlBlftS ^thPPA R£##Olf &ifc& 

20 thPPARa'jr/ K*S£^# :Serl67- T y r 468 

thPPARr yarvKfltefctt: Se r i76_ Ty r *78 

(H r-PPAR7 l$mtbPPAR7 2 S e r 2 0 4 -Ty r 

5 0 6jc^^t % £<pgt££E?!lTfcSo ) *n-K1-<&DNA**fcJ8Lfc. 

25 &£L£Ga l 4g60DNA*gr^8c> If 1H1 4 7f IJW^ 
&E?!lO**:3- Kt&DNA££1-*fSm^?*-<>#-£"tfJgL£o 
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2) thPPAR «Jfclir$$#tIvW7x7-*T7*>f 

^v^RMJ-y^Qib (DM EM) K^mftM (GIBCO BRLtt, 1)9*7 
No. 26140-061) fcfcgftl 0%K&£«fc? KMtiU ?^^iS5 0U/m 

5 i <^)^-yij > G i: 5 0^ g/m 1 h v^n-vivy^iNz-tz^mz 

l^-*-itft^> Ga 1 4 -PPARHm^^^-^MDNA5:ai«li^ 
h7>^7i^ya >KE&U rffl^^?-* 1 0 c m dish K 2 X 
106 ceiis &5SLT£§, ifllftt-^* ^v^%-C-[l]^^=g:teL^ 1^ 
10 £ifel 0ml ^iOx.^o l/*'-*-&fg^l 0 fi g, G a 1 4 -PPARHS 
? -0.5 jtgt UpofectAMDSTE (]Sod£, GIBCO BRL *±, 1) 9 >f No. 
18324-012) 5 0,u 1 t * <*SfOU ±ifiJ&« dish «*)D L £ 0 3 7lCeJg«£ 
5-6 B#PiTOt, 10ml V&tfWMlhm (GIBCO BRL tt, # * n ^ No. 
26300-061) 2 0%£#tf*£«l£;bD;i£o 3 7 "C *ffll&£ h V 
15 -f*s -£,8000 cells/1 0 0 m 1 DMEM- 1 0 %^*flfll 
if/well omUftBf? 9 6 ^7* !✓ - h CSSI t , &B#P.SJt^ t 

t z,fcfemf£<o2fem.z$tt*%mt&y!i<oDMEM- 1 o%^ini^^ 

1 0 0// 1 ZmnttZo 3 7t:-C4 2I^TO^L> lffl)fe£i£j§? ffffiCtt 
o t;w > 7 x 7 — t*?S& Lfc. 
20 *H«tCx PPAR a WLTffi:;Vy7x7- tfiH2T<a&¥£ 

ffi^fc-ei iHMtJtMWk^**^^^ * y > (Eur. J. Biochem. 233 : 242-247 
(1996) ; Genes & Development 10 : 974-984 (1996)#JB) 1 0 n WffiStteWs 7 x 

9— effitt* i.o t Ltzt%<o*$mtt&mi (i ^umm<oimw&L^\ 
25 tit, %&m&c>%m*ft&iizo 
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^1 4 





»tt#J!!W&64& 
■frO'J*) 1 




3. 0 


%mmz (i 2) 


2. 5 




0. 5 




1. 0 


nmwi 3 


1. 5 


%mm (23) 


5. 0 




6. 8 


%mm2o (3) 


7. 5 



i HHtttJJRft£** /w*fr 4 * V > 1 0 ^ M»B#o;w> 717 — tffc& 
* LOiLfcti©, Hi&fll2 6 (1 2 0) SitfUifem 6 ( 1 3 2) TSit 
5 L^t^3 0/iM8iOl*©ffi#J&ttM\ Ztl?tl. 6.0 £ J #2.8 T*ofco 

f fc, PPAR7 fcttLT*ntfc:*'>7i5-- tfa^O^^iStt-ffc-CS 

(Cell, £2, 863 (1995), Endocrinology, 122, 4189 (1996)i3 XXFl. Med. Chan., 22, 
665 (1996)#$0 1 0 ft Mfflm<OA> s s ~7 x y-Vft&Z 1.0 t L fc t § , Hft 
10 £ (I) Hlfc«4-C«*Sftfcft#to;&* 0.2 
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StteKKAy/TaV** (l»7E) «r 7 iS«t (M3 5~4 0g) t?Af^, 

tz 0 nmmte^B (ob) > ifi^ii^i^jiii^jiig (tg 

V K) It) Kgo*< £#*tfc?T £v\ SB J: 8 BF^, 0.1% (w 

5 /w)$trm®, a<l«i^^^tL/;„ ^t6Bi, £J:tf$ 
W^^TL^9BgO13:00lc^ifii=g:ft^v\ jfeftMlL jfil+JUIR (TGli) £ 
MfeLtzo m&ZUl S&XVmi 6K*-fo gllli3>fn-^ 

10 

%1 5 





OB 


S<S (mg/dl) 
6B 


9B 


3 > h n — )V 


440.7 ±102.7 


442.6± 108.3 


51 8.8 ±48.6 


m&W3 (2 3) -e 










431 .4 ±76.4 


309.4±99.5* 


324.5 ±26.6" 


159mg/kg/day&#ji 









** : p<0.01 vs 3 y h n - ;w (1 i*7E) 
* : p<0.05 vs 3 > h n -;v (1 gfrE) 



£1 6 



TG (mg/dl) 
0B 6B 9B 

436.1 ±97.5 367.6±64.1 272.3±48.2 

429.2±80.6 248.8±64.7** 260.6±71.2 



** : p<0.01 vs 3 V Y n - ;v (1 gfrE) 
*:p<0.05vs 3> bn-;v (1^7E) 
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SD77 h fcffl WciM+ffiKo&Tftffl 

&t£Sprague-Dawley (S D)y y Y (8 E) * 5 ~ 6 jilt 14 0-160 
g) -CA#f&> ft l «ra<^flt$!W*ff*v\ £|fc*g§*&Lfco %nn^B 

(OB) , -f^S^ J: O r JflL4'fl&® (hV^y-fe^-f Kit) tc*«^<*^t*ff * 
v\ SB J: *) 3 BH21t?*jHHI;4** 1 B 1 1> (1 0 Omg/ 

kg /day) *ff*v\ (3Bi) , &]foU JM^BIS (fclUJ&fl&i* 

(F FA) , Y V?V±y4 V (TG) ) ttffeLfc. 7j3J:tf£ 
1 8 fcjjcfo 



£l 7 



TG (mg/dl) 




OB 


3 B 


ftfifcffl 1 3 t? 


126±12 
124±12 

126±12 


150±16 
76±7" 

100±13* 



** : p<0.01 \isayyu-)V (1 ^8E) 
*:p<0.05vs iy hn-;v (1^8E) 
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3U 8 



FFA(iiEqfml) 




V P 


O Q 




529±32 


653 ±41 


nmw 1 3 -c 


504±44 


383±28** 




513±50 


473±44* 



** : p<0.01 vs 3 > h n-;i/ (1»8E) 
* : p<0.05 vs 3 > h n - (1|£8E) 



5 CM] 

XfD-/H^i, LDLnl/^fo-^iU'/itliVLDL^VXf n 
- /UOifeWB, H^^ 9 v > K d - A X <& V * ? 7 7 * * -g^ftJ t L T^fffl 

15 temmtezifttibofrmmmfc? p ar a 7 mw8*#lo>s 

/cliVLDL^ l^Axn-;K7)M^J, v > K n - A X<DV J* ? 7 7 * 9 -g 
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mm 

5 

*0**D**±|J©i»rfflv>SKtt, iit, £*fl9$fcl±fl3r»fc, ftps 

10 #fi, ft& fcWIWKJ: 0 JI4 

J§flf> IfcA— A*fc»K llsHco§ N lmgH 1000 m g ©$&fflT\ 1 

Biia*»e»Mftp«4Sjn*jj», Sfcwt*A-A*fc»K i@icoi,o.im 

gfrfcl 00mg©|fiH-C, 1 BlH*&ftB£&P&5- (#;J:L<fi> t&m. 

s*t**\ *fcj± i b i m*fe 2 4 nfnvmm-e&MLtoKmm* 

15 Sflio 

20 **J:0\ *&P8£-«>fcft<>&lttl % ftftffl* «J^t LTfflv>P>tL4 0 

25 <Diii\ ttzimim (7? h-*, h-;K ^Ao-X, Iftfefi-t 
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%im®M (^*?V>Bk 7W7*>&m mtu&zti, tsi^ot 
MMitixM\>hM. itz^&&\z*t)?-T<yrm mm. 

10 mk mm, %<m, vmu mm, %^m. wmnm*is% 

fc®mztztemftLx%^z>mM<D&m\z&^tz>o &tm&. vt^ttz 
nzti&>±.<om&®%i:miK®m, mmitz\t%it^xm^hti^>, 

%it%u mam* mmu ftftMmz&/»x\,*xi>x\,\ ztibimi&xm 
20 £&»xmitzfrim&mKXvxmmztL2> 0 ttzmmommu w*. 

tiwmn K®m i x&m t * z\t\>x%*>. 
&mu&-$ofz#><D*<Dm<Q9mt ltmu i>t^>tfzit^ti^±<om^ 
trnKitrnztizmmu mmu fluau 
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m^mmma, mz.\i*mm% 2,mm ^&xvm 3,095,355 ^izm 



5 jar, &%m£tv%Mm\zx^T*&mftmz>-i)\ *5km\tztihK 

10 v>* 0 

3- (;* h**>* h*v) ^>X7;VftK 



3 — Kn^-'>^>Xr;W7 , t: K (l06mg) *&it*TV> (4.3 ml) £ 
&jl¥U #.#T\ ^vyn^xwr/ (0.36 ml) SiLlF*}-*';* 
***ny K (80ml) *2)D;u 90#«#Lfc&, L£o SB 

20 &ajft**> &n-k&k"?m>km&u m*Mwu- v v^tm mm t 

li :i) -CffiSU TEErt4«*rf*&S<fc#& (131 mg) 
TLC:Rf 038(^^r^> : SB$^^=3: 1); 

NMR (CDCI3) : ^ 9.98 (1H, s), 7.41-7.56 (3H, m), 7.26-7.34 (1H, m), 5.24 (2H, 
25 s), 3.50 (3H, s)o 
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(5EZ) -6- (3-* h^fv7x-;V) -5-^*-fc>$ 



b*->*u^A (48.i g) fcjjDx.. sa-c i mmwttzo m^mi-m&L 
io fdk^ (23.7 g) zvpj-yz&mLtz&K^ m^mmzmri. ma 

TLC:Rf o.3i : B^^^^=i : i) ; 

15 NMR (CDC1 3 ) : 5 7. 17-7.30 (1H, m), 6. 85-7.02 (3H, m), 6.34-6.46 (1H, m), 6.08- 

6.24 (0.5H, m, E-isomer), 5.56-5.71 (0.5H, m, Z-isomer), 5.19 (2H, s), 3.48 (3H, s), 
2.22-2.46 (4H, m), 1.72-1.91 (2H, m) 0 



20 (5EZ) -6- h*v^ ^v7x-^) - 5 • * 



5 




( 4 - * m^7f h 'j 7x^^*7^--) A 7*n 5 K(95.0 
g, Wittig t*H) £r YyM. Ko77> (250ml) KigflIU *&T, t -7 
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tMr«2-C3R«L^b**oy^^/W*^AT5 K (224m 1) 
#>;*A (48.4 g) £J:tr3 /U (18.9 ml) fciJOx., Sfi-C-IMt# 

5 «ry'JW*7A^nvf^77^- (^*-*> : MM*xf-*«i5 : i) -or 

RL, TEfctt**£***«fl:£* (37.8 g) 
TLC:Rf 0.77(^*-9-> : ftBtJtf-^ = l : 1); 

NMR (CDa 3 ) : (J 7.16-7.28 (1H, m), 6.85-7.04 (4H, m), 6.40 (1H, m), 6.17 

(0.5H, ddd, J=16.0, 6.7, 6.7Hz, E-isomer), 5.64 (0.5H, ddd, J-11.6, 7.3, 7.3Hz, Zr 
10 isomer), 5. 18 (2H, s), 3.66 (3H, s, E,Z-mix), 3.49 (3H, s), 2. 19-2.43 (4H, m), 1.80- 
1.89 (2H, m) 0 

6 - (3 h*'>* R">7x^) ^WsWt • M-Px.XtK' 

15 




##«3"T3R&Lfcfl;£* (37.11 g) (300 ml) KfeffiLtz 

^ r*x>irzm&*ft**t: 0 RJBmz5%'*5WJ*%m (3 g) *tiaz. s 

tzo raw*, *<D**x<DBj&\zm^tz 0 

1LC:Rf 0.57(^^r"9-> I ftixfjl^=3 : 1) ; 

NMR (CDa 3 ) : £ 7.19 (1H, dd, J=9.0, 7.2Hz), 6.80-6.89 (3H, m), 5.17 (2H, s), 

3.67 (3H, s), 3.49 (3H, s), 2.59 (2H, t, J=7.4Hz), 2.31 (2H. t, J=7.7Hz), 1.56-1.74 
25 (4H, m), 1.23-1.43 (2H, m) Q 
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HO 




CH 3 



5 



m%W4-?M&Ltzit&®0*9 J -fr (250 m 1) 4 Ni£$- 

1, 4-5?**-9->»«[ (250ml) SrttlA. Sfi? 30 #W«#Lfc. «7 

io u Tmm&mzG-r&mmiti?® 0.1.68 g) 

TLC:Rf 0.55(^^f-> : l^i?.x^^ = i : 1) ; 

NMR(CDa 3 ): (5 7.10-7.18 (1H, m), 6.63-6.75 (3H, m), 5.03 (1H, brs), 3.67 (3H, 
s), 2.56 (2H, t, J=7.6Hz), 2.31 (2H, t, J=7.6Hz), 1.42-1.72 (4H, m), 1.26-1.40 (2H, 



(5E) -5- (7-* 2, 3, 4-f h7t Knt7f Jf>) 



4 - * W h 'J 7x^;W^^*Z">A7*D 5 K (15.09 g) Off 

7tKn777 (80 ml) tM%T, * 'J «7 A t-7*h^>F (7.64 



15 




OH 



20 
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l-fF7D> (5.0 g) Of YyKY'uyyy (20m 1 ) &ifc£iJDx.*t\ 

nv^77^- (^^r«9->:^xf-;i/=io: 1-3 11) U Tf£W£ 

te*;Tf*«IS<fc^ (5.60 g) *#£o 
tlc : Rf 0.35(^^-9-^ : l^^f-;w =2 : 1) ; 

NMR (CDd 3 ) : 8 7.08 (1H, d, J=2.6Hz), 7.00 (1H, d, J=8.4Hz), 6.72 (1H, dd, 

10 J=8.4, 2.6Hz), 5.95 (1H, tt, J=7.3, 1.8Hz), 3.81 (3H, s), 2.70 (2H, t, J=6.0Hz), 2.21- 
2.49 (6H, m), 1.73-1.89 (4H, m) 0 



5- (7-fcKn*e/-3, 4-ykKot7^l/>-l-^^) 



^me^m^Ltzit^ (1.77 g) sxvwjy&mg. (7.8 g ) z mx: 

flS-&* (1.56 g) mtz 0 

TLC : Rf 0.16 : gfcgx-^;l/=2 : 1) ; 

25 NMR (CDQs+dg-DMSO) : 5 6.88 (1H, d, J=8.0Hz), 6.71 (1H, d, J=2.4Hz), 6.56 



15 




OH 
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(1H, dd, J=8.0, 2.4Hz), 5.77 (1H, t , J=4.4Hz), 2.56 (2H, t, J=7.8Hz), 2.07-2.38 
(6H, m), 1.43-1.76 (4H, m) 0 

mm 



10 p« (10m 1 ) £-10*CKi£iPU i&it^t-fr (1.7 m 1 ) Srin^T, 

10 5^«£#U mW7-?mikLt:ik&%!) (1.56 g) O^y-^ (5ml) 

?*hru -nm'&.mti-mmit^m (1.55 g ) 

TLC : Rf 0.72 (^^r^^ I ftifcxf-n/ = l : 1) ; 

NMR (CDC1 3 ) : 8 6.99 (1H, d, J=8.0Hz), 6.74 (1H, d, J=2.6Hz), 6.61 (1H, dd, 

J=8.0, 2.6Hz), 5.86 (1H, t, J=4.6Hz), 4.81 (1H, brs), 3.66 (3H, s), 2.64 (2H, t, 
20 J=8.1Hz), 2.31-2.45 (4H, m), 2.16-2.26 (2H, m), 1.46-1.82 (4H, m) c 

5- (7-HKD^rv-i, 2, 3, 4 -f Y ? t Ko i~7 9 V >- 1 -4 




o 



25 
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5 TLC : Rf 0.75 > I ^if^ = l : 1) ; 

NMR (CDa 3 ) : S 6.92 (d, J = 8.0 Hz, 1H), 6.63 (dd, J = 8.0, 3.0 Hz, 1H), 6.57 (d, 

J = 3.0Hz, 1H), 4.96 (brs, 1H), 3.68 (s, 3H), 2.63-2.76 (m, 3H), 2.34 (t, J = 7.3 Hz, 
2H), 1.34-1.86 (m, 10H) o 

10 ttftl 0 

2- (3- (3 -fc Kn4rv7i-;u) yne^ft) • pi f;l/x^fA/ 




15 3- (3-^f^rWf^y7x-^) yne^7*D§K (6.2 g) fcT-feh 
-hVA' (50ml) fc»»U ft7'j3-^ f-^ (2.4 ml) x V 
*A (3.97 g) £J:tf3"Mt;frytfA (0.40 g) **^fctJ0x.^2l*«ttir»»*L 

&%®l l Z4WZ&-i;**V>®WL (60ml) £flD;L. ifitllfflllffLfc, 
20 RJ&fc&mfoi&mLtZo ftgydZ'sVijyfrijy&tu-vY ?y7 j - 

: ft|Jxf;v=7 : 1-5 1 1) U TE&fttit £ £t & &Stt^t) (5.75 

g) 

TLC : Rf 0.37 > : S=l£i^;W=3 : 1) ; 
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NMR (CDC1 3 ) : S 7.16 (m, 1H), 6.64-6.77 (m, 3H), 4.87 (s, 1H), 3.73 (s, 3H), 

3.23 (s, 2H), 2.68 (t, J = 7.6 Hz, 2H), 2.64 (t, J = 7.6 Hz, 2H), 1.91 (tt, J = 7.6, 7.6 
Hz, 2H) 0 

5 mm i 

6- (3- ■(*y , JV-2-'f^ f^rv) 7x-^)'^tVS- ^f;vx 




10 

&%m5tm&Ltzit£® (5.98 g) Oy7fWW7^ K (54ml) 1$ 
DMfcJtMJ*A (11.16 g) SriPx.; £fi-C5#Wa#Lfc&, 
>fWr/-fflB<fi (7.49 g) , 3*<fltf-h';*A (4.44 g) £J:U^® 
■by->A (8.77 g) *iO;L*»C3NMMmLfc. RJo«-&»tR«rJ^eiftK: 

77^- :Sixf;i,=7: l) -<M#«U TlB»tt«*Wt**H 

*Mfc*» (4.69 g) Z&tZo 
TLC:Rf 0.49(^^r-9-> I M*xf-/l/=2: 1) ; 
20 NMR (CDa 3 ) : £ 8.19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.0Hz), 7.66-7.78 (2H, m), 7.54 (1H, ddd, J=8.0, 7.0, 1.0Hz), 7.18 (1H, dd, J=8.8, 
8.8Hz), 6.78-6.86 (3H, m), 5.38 (2H, s), 3.66 (3H, s), 2.58 (2H, t, J=7.6Hz), 2.28 
(2H, t, J=7.5Hz), 1.53-1.70 (4H, m), 1.22-1.40 (2H, m) 0 
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3- (5 7x;-^ ##019^ 1 

^*fcgli QD 

6- (3- {1"7 9 V> - 2 - 4 )V * Y * s s) 7x-;i/) ^^r^^i?- 




TLC:Rf 0.48(^*^> I ^xf;i/=5: l) ; 

NMR (CDC1 3 ) : $ 7.92-7.79 (4H, m), 7.58-7.43 (3H, m), 7.26-7. 15 (1H, m), 6.91- 

15 6.75 (3H, m), 5.22 (2H, s), 3.66 (3H, s), 2.59 (2H, t, J=7.7Hz), 2.29 (2H, t, 
J=7.6Hz), 1.73-1.53 (4H,m), 1.44-1.20 (2H, m) 0 

mm (2) 

6- (3 -^>^;Vt^r'>7x-;V) ^^r-9->^ • > f-^x^x^ 

20 
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TLC : Rf 0.51 (^-fr > I |fc$x^=5 I 1) ; 

NMR (CDCI3) : 8 7.48-7.26 (5H, m), 7.24-7.13 (1H, m), 6.84-6.73 (3H, m), 5.05 

(2H, s), 3.66 (3H, s), 2.58 (2H, t, J=7.7Hz), 2.30 (2H, t, J=7.6Hz), 1.75-1.53 (4H, 
m), 1.44-1.20 (2H, m) 0 



m m (3) 

6- (3- (If 1 )Vy-2-A fr* b*v) 7i;J/) A^>^.^fjVi 



TLC:Rf 0.14(^*^> ! g||?xf;V=3 : 1) ; 

NMR(CDC1 3 ) : $ 8.60 (1H, dd, J=4.8, 1.0Hz), 7.71 (1H, dt, J=7.8, 1.5Hz), 7.53 

(1H, d, J=7.8Hz), 7.27-7.13 (2H, m), 6.85-6.75 (3H, m), 5.20 (2H, s), 3.66 (3H, s), 
15 2.58 (2H, t, J=7.6Hz), 2.30 (2H, t, J=7.6Hz), 1.74-1.52 (4H, m), 1.44-1.20 (2H, m)o 

mm ld 

(2E) -3- (2- (*yU>-2-'OM h^rv) 7x-;i/) -2-7*D 



5 
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TLC:Rf O.S2(^**)-> I BRxfjP=2: 1) I 

NMR (CIXI3) : d 8.20 (1H, d, J=7.8Hz), 8.18 (1H, d, J=16.2Hz), 8.09 (1H, d, 

J»8.4Hz), 7.84 (1H, d, J=7.8Hz), 7.75 (1H, m), 7.65 (1H, d, J=8.4Hz), 7.61-7.50 
5 (2H, m), 7.33-7.23 (1H, m), 7.03-6.92 (2H, m), 6.62 (1H, d, J=16.2Hz), 5.48 (2H, s), 
3.82 (3H, s) 0 

(2 E) -3- (3- )V* h*v) 7x-;v) -2-7 < o 

10 ^>BI - n-frz-T.Tfr 




TLC: Rf 0.52 I flflfcx.f-*=2 I l) | 

15 NMR (CDCI3) : d 8.20 (1H, d, J=8.4Hz), 8.09 (1H, d, J=8.4Hz), 7.83 (1H, dd, 

J=8.2, 1.2Hz), 7.75 (1H, dt, J=7.0, 1.6Hz), 7.66 (1H, d, J=8.4Hz), 7.64 (1H, d, 
J=16.0Hz), 7.56 (1H, dt, J=8.2, 1.2Hz), 7.30 (1H, t, J=7.8Hz), 7.23-7.00 (3H, m), 
6.41 (1H, d, J=16.0Hz), 5.41 (2H, s), 3.80 (3H, s) e 

20 gffifll (6) 

(2E) -3- (4- >-2->f 7i-iV) -2-7*d 
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TLCtRf o.4i (^-9- > :ftRxf^=2: 1) ; 

NMR (CDQ 3 ) : £ 8.20 (1H, d, J=8.6Hz), 8.09 (1H, d, J=8.2Hz), 7.83 (1H, d, 

5 J=8.0Hz), 7.75 (1H, dt, J=8.4, 1.6Hz), 7.64 (1H, d, J=8.4Hz), 7.63 (1H, d, 
J=16.0Hz), 7.56 (1H, m), 7.47 (2H, d, J=8.8Hz), 7.03 (2H, d, J=8.8Hz), 6.30 (1H, d, 
J=16.0Hz), 5.41 (2H, s), 3.76 (3H, s) 0 

mm (7) 

10 3- (2- (*yy>-2->f*>f*-» 7 *-jv) yn^-ygg • ^fJl/x 




15 TLC:Rf 0.61 {^f> I 1) J 

NMR (CDCI3) : d 8.21 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.84 (1H, d, 

J=8.0Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.55 (1H, dt, J=8.0, 3.0Hz), 
7.25-7.10 (2H, m), 6.97-6.86 (2H, m), 5.41 (2H, s), 3.68 (3H, s), 3.10 (2H, t, 
J=7.8Hz), 2.72 (2H,t, J=7.8Hz) 0 

20 
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mwmi fa) 

3- (3- V >-2->f/M h*y) 7x-;i/) >g . p< f-^j. 



TLCrRf 0J5(^*-9->:ft»x.^=2:i); 

NMR (CDd 3 ) : $ 8.19 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.0Hz), 7.80-7.68 (1H, m), 7.67 (1H, d, J=8.6Hz), 7.60-7.49 (1H, m), 7.20 (1H, t, 
10 J=7.8Hz), 6.92-6.77 (3H, m), 5.37 (2H, s), 3.66 (3H, s), 2.92 (2H, t, J=7.8Hz), 2.61 
(2H, t, J=7.8Hz) 0 

in 

3- (4- (^y V >-2 -A )\/* 7i-;V) yoA* . ;* 

15 



TLC:Rf o.53(^^r-9-> :SK^^;w=2: 1); 

20 NMR (CDQ 3 ) : $ 8.18 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 
J=7.8Hz), 7.79-7.67 (1H, m), 7.67 (1H, d, J=8.6Hz), 7.54 (1H, t, J=7.8Hz), 7.11 (2H, 
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d, J=8.8Hz), 6.95 (2H, d, J=8.8Hz), 5.36 (2H, s), 3.66 (3H, s), 2.89 (2H, t, J=7.6Hz), 
2.59 (2H, t, J=7.6Hz) 0 

mmi Q P) 

5 6- (4- {*J V V— 2 — >f fr* b*v) 7x^) ^*V>Wt- t+fc*- 




10 TLC : Rf 0.57 > I ft»if^=2 ! 1) ; 

NMR (CDC1 3 ) : 8 8.18 (1H, d, J=8.8Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 

J=7.8Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.54 (1H, dt, J=8.0, 1.2Hz), 7.08 
(2H, d, J=8.8Hz), 6.94 (2H, d, J=8.8Hz), 5.37 (2H, s), 3.65 (3H, s), 2.54 (2H, t, 
. J=7.6Hz), 2.30 (2H, t, J=7.5Hz), 1.73-1.50 (4H, m), 1.43-1.30 (2H, m) Q 

15 

mm l-Qjj 

6 - (2 - (*SV>-2-4 fr* b*v) 7 x-;v) <\*4)r>Wt • >W 



O 



20 
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TLC : Rf 0.63(^^-9"> : g^g?i^;i/=2 : 1) ; 

NMR (CDQ 3 ) : 8 8.22 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.84 (1H, d, 

J=8.0Hz), 7.75 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.55 (1H, t, J=8.0Hz), 7.21-7.08 (2H, 
m), 6.95-6.86 (2H, m), 5.39 (2H, s), 3.64 (3H, s), 2.76 (2H, t, J=7.5Hz), 2.31 (2H, t, 
J=7.3Hz), 1.80-1.58 (4H, m), 1.52-1.34 (2H, m) 0 

(J 2j 

4- (2- (^y'J>-2-'f;Mh^y) 7i/t-» 7? >|| • xf;l/x 



TLC : Rf 0.60(^*-9"> : &&J^;W = l : l) ; 

NMR (CDC1 3 ) : S 8.20 (1H, d, J=8.2Hz), 8.07 (1H, d, J=8.2Hz),7.69-7.85 (3H, 

m), 7.54 (1H, ddd, J=8.0, 6.8, 1.2Hz), 6.81-6.98 (4H, m), 5.43 (2H, s), 4.09-4.19 
(4H, m), 2.59 (2H, t, J=7.4Hz), 2.18 (2H, m), 1.25 (3H, t, J=7.2Hz) 0 

mm M d 

5- (2- V )Vjt h^rv) 7xMv) s<>*y&. x^;l/ 




O 
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TLC:Rf 0.51 : ^xf-;w=2 : 1) ;• 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.4Hz), 8.07 (1H, d, J=8.4Hz), 7.69-7.85 (3H, 

5 m), 7.54 (1H, m), 6.80-6.98 (4H, m), 5.43 (2H, s), 4. 12 (2H, q, J=7. 1Hz), 4.09 (2H, 
t, J=6.2Hz), 2.41 (2H, t, J=6.9Hz), 1.86-1.91 (4H, m), 1.23 (3H, t, J=7.1Hz) 0 

mm (14) 

2- (3- (3- (*; , J>-2-'f^h*'>) 7x-^) 7*d^v) gfc 
10 H • ^f;vx^f^ 




TLC : Rf 0.31 ^*V> I fflH^<J-fr=2: 1) ; 
15 NMR (CDCI3) : $ 8. 19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.65-7.85 (3H, 

m), 7.55 (1H, m), 7.19 (1H, dd, J=7.0, 7.0Hz), 6.65-6.92 (3H,m), 5.38 (2H, s), 4.05 
(2H, s), 3.76 (3H, s), 3.52 (2H, t, J=7.0Hz), 2.69 (2H, t, J=10.0Hz), 1.95 (2H, m) 0 

m m (15) 

20 7- (2 - h*v) 7i^v) • Jif->U 
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TLC:Rf 0.51 (^*4f> : tj=g£j^;l/=2 : 1) ; 
5 NMR(CDC1 3 ): 8 8.20 (1H, d, J=8.4Hz), 8.07 (1H, d, J=8.4Hz), 7.69-7.84 (3H, 

m), 7.54 (1H, ddd, J=8.2, 6.8, 1.4Hz), 6.80-6.98 (4H, m), 5.44 (2H, s), 4.12 (2H, q, 
J=7.2Hz), 4.06 (2H, t, J=6.6Hz), 2.30 (2H, t, J=7.4Hz), 1.87 (2H, tt, J=7.3, 7.3Hz), 
1.35-1.74 (6H, m), 1.24 (3H, t, J=7.2Hz) 0 

10 &mmi (1 6) 

4- (2- (4 -'OfM^V^i^y) 7i^-» ^>|.xf^x 




O 

15 

TLC : Rf 0.52 (^^"9" > : |fc$x^;w=5 : l) ; 

NMR (CDCI3) : $ 7.35 (2H, d, J=8.4Hz), 7. 17 (2H, d, J=8.4Hz), 6.84-6.96 (4H, 

m), 5.08 (2H, s), 4.13 (2H, q, J=7.4Hz), 4.07 (2H, t, J=6.2Hz), 2.60 (2H, t, J=7.3Hz), 
2.54 (2H, t, J=7.5Hz), 2.13 (2H, m), 1.52-1.68 (2H, m), 1.26-1.37 (4H, m),1.25 (3H, 
20 t, J=7.4Hz), 0.89 (3H, t, J=6.8Hz) 0 



90 



WO 99/11255 



PCT/JP98/03760 



5- (2- (4 -s<>?-n"<>y)V**rz/) 7i^v) ^>*>g£-if-;W 



TLC:Rf 0.48 (^^^^ I @£$x-^;i/=5 : 1) ; 

NMR (CDC1 3 ) : 8 7.35 (2H, d, J=8.4Hz), 7. 17 (2H, d, J=8.4Hz), 6.81-6.96 (4H, 

10 m), 5.08 (2H, s), 4.12 (2H, q, J=7.2Hz), 4.04 (2H, t, J=5.8Hz), 2.59 (2H, t, J=7.7Hz), 
2.39 (2H, t, J=7.0Hz), 1.80-1.88 (4H, m), 1.52-1.68 (2H, m), 1.28-1.37 (4H, m),1.24 
(3H, t, J=7.2Hz), 0.88 (3H, t, J=6.6Hz) 0 



m m (is) 

15 7- (2- (4 -^>f-;wo Vfr1r* 9 s) 7i^y) ^7 ? . • xf;V 



20 TLC : Rf 0.50 > '. &®&-f-)V=5 \ 1) ; 

NMR (CDCI3) : 8 7.35 (2H, d, J=7.8Hz), 7.17 (2H, d, J=7.8Hz), 6.80-6.96 (4H, 



5 
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m), 5.08 (2H, s), 4.12 (2H, q, J=7.2Hz), 4.02 (2H, t, J=6.6Hz), 2.60 (2H, t, J=7.7Hz), 
2.29 (2H, t, J=7.5Hz), 1.24-1.90 (14H, m), 1.25 (3H, t, J=7.2Hz), 0.88 (3H, t, 
J=6.6Hz) 0 

5 mm n 8 ) 

5- (3- (*SV>-2-4 A>> h4f~>) 7i-^) 9 >M • * f->U x 




10 

TLC:Rf 0.39(^^"9-> I ft|xf*=3 ! 1) ; 

NMR (CDCI3) : * 8.20 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.83 (1H, dd, 

J=8.0, 1.5Hz), 6.74 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.69 (1H, d, J=8.5Hz), 7.55 (1H; 
ddd, J=8.0, 8.0, 1.0Hz), 7.19 (1H, dd, J-8.5, 8.5Hz), 6.90-6.75 (3H, m), 5.38 (2H, 
15 s), 3.66 (3H, s), 2.60 (2H, t-like), 2.30 (2H, Mike), 1.70-1.55 (4H, m) c 

mm (2 0) 

2- (3- (3- V y- 2-4fr* 7i-^) yn^ft) 
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TLC:Rf 0.55 (^*^> : ^x^;V=2 : 1) ; 

NMR(CDC1 3 ): d 8.20 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.6Hz), 7.66-7.85 (3H, 

m), 7.55 (1H, ddd, J=8.2, 7.0, 1.2Hz), 7.20 (1H, dd, J=7.7, 7.7Hz), 6.78-6.88 (3H, 
m), 5.38 (2H, s), 3.72 (3H, s), 3.20 (2H, s), 2.58-2.73 (4H, m), 1.90 (2H, tt, J=7.5, 
5 7.5Hz) 0 

mm (2 I) 

5 - (7- (^; , J , /-2-'f;Mh^y) -3, 4 Knt7f;V) ^ 




TLC:Rf 0.63(^^r*9"> I ftBM.f-/l/=2 : 1) ; 

NMR (CDC1 3 ) : 5 8.19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, dd, 

15 J=8.0, 1.2Hz), 7.67-7.78 (2H, m), 7.54 (1H, ddd, J=8.0, 6.0, 1.0Hz), 7.03 (1H, d, 
J=8.2Hz), 6.93 (1H, d, J=2.6Hz), 6.78 (1H, dd, J=8.2, 2.6Hz), 5.85 (1H, dd, J=4.6, 
4.6Hz), 5.39 (2H, s), 3.65 (3H, s), 2.64 (2H, t, J=7.9Hz), 2.39 (2H, t, J=7.3Hz), 
2.15-2.31 (4H, m), 1.41-1.70 (4H, m) e 

20 IMJ (2 2) 

5- (7- y>-2-> f** h*v) -1, 2, 3, 4— fh?HKa 
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TLC:Rf 0.61 (^**f> : ftKif^=2: 1) ; 

NMR (CDQ 3 ) : £ 8.18 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 

5 J=8.2Hz), 7.67-7.78 (2H, m), 7.49-7.58 (1H, m), 6.94 (1H, d, J=8.4Hz), 6.75-6.84 
(2H, m), 5.36 (2H, s), 3.67 (3H, s), 2.64-2.75 (3H, m), 2.27 (2H, t, J=7.3Hz), 1.28- 
1.84 (10H, m) 0 

10 6- (3- (3-7x-;vyD^y) 7i-^) An^^f;VxXf 




15 TLC : Rf 0.49 n o : ^ ? y -;l/=5 : 1) ; 

NMR (CDCI3) : 8 7.34-7.10 (6H, m), 6.78-6.67 (3H, m), 3.95 (2H, t, J=6.5Hz), 

3.66 (3H, s), 2.81 (2H, t, J=7.5Hz), 2.57 (2H, t, J=7.5Hz), 2.31 (2H, t, J=7.5Hz), 
2.10 (2H, m), 1.74-1.53 (4H, m), 1.45-1.24 (2H, m) 0 

20 ^fifcflll (9. A) 

7- (3- 7x-;i/) • 
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TLC : Rf 0.37 (^*^ > I ^f^=5 II); 
5 NMR (CDC1 3 ) : 8 8. 19 (1H, d, J=8.5Hz), 8.08 (1H, d, J=8.5Hz), 7.85-7.50 (4H, 

m), 7.20 (1H, dd, J=7.5, 7.5Hz), 6.95-6.80 (3H, m), 5.37 (2H, s), 3.67 (3H, s), 2.57 
(2H, t, J=7.5Hz), 2.31 (2H, t, J=7.5Hz), 1.70-1.50 (4H, m), 1.40-1.20 (4H, m) 0 

m m (2 5) 

10 (3EZ) -6- (3- (*>"J >-Z-4)V* Y**/) 7i-M -3-^ 




15 TLC : Rf 0.33 (^*"9-> \ &Wl3-T)\<=5 \ 1) ; 

NMR (CDCI3) : 8 8.19 (1H, d, J=8.0Hz), 8.08 (1H. d, J=8.0Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.0Hz), 7.55 (1H, m), 7.19 (1H, dd, J=8.0, 
8.0Hz), 6.95-6.75 (3H, m), 5.70-5.45 (2H, m), 5.38 (2H, s), 3.66 (3H, s), 3.05-2.95 
(2H, m), 2.70-2.60 (2H, m), 2.40-2.25 (2H, m) 0 

20 

mm (2fi) 

2- (3- (3- (^r/"J>-2-^MKy) 7x-;V) 7*n M )\,X)\> 7 
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4 ~)V) gf=$ • ^f^X^f^ 



5 TLC:Rf 0.68 D n*;l/A : * * / -;l/=9 : 1) ; 

NMR (CDd 3 ) : $ 8.20 (1H, d, J=8.4Hz), 8.09 (1H, d, J=8.4Hz), 7.84 (1H, dd, 

J=8.4, 1.2Hz), 7.75 (1H, ddd, J=8.4, 7.0, 1.6Hz), 7.68 (1H, dd, J=8.4, 1.2Hz), 7.59 
(1H, ddd, J=8.2, 7.0, 1.2Hz), 7.22 (1H, m), 6.78-6.89 (3H, m), 5.38 (2H, s), 3.77 
(3H, s), 3.63 (2H, s), 2.74-2.85 (4H, m), 2.12 (2H, tt, J=7.7, 7.7Hz) 0 

10 

gfliHSIl (2 7) 

2- ( (2 E Z) -3- (3- {*J V y-2 h*v) 7i-^) - 

2 -yo^-^f-*) gj=g£. 



O 

TLC:Rf 0.35(^\^r-9-> : SK^f-^=3 : 1) ; 

NMR (CDCI3) : d 8.19 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.67 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, dd, J=8.5, 
20 8.5Hz), 7.10-6.85 (3H t m), 6.45 (1H, d, J=16.0Hz), 6.13 (1H, dt, J=16.0, 7.5Hz), 
5.39 (2a s), 3.70 (3H, s), 3.40 (2H, d, J=7.5Hz), 3.18 (2H, s)o 
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mm (2 8) 

2 -*>/U- 2 - (3- (3- (^f>"J>-2-'f^^h^» 7x-;i/) 7 




NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.6Hz), 7.66-7.85 (3H, 

m), 7.55 (1H, dd, J=7.5, 7.5Hz), 7.19 (1H, dd, J=7.6, 7.6Hz), 6.77-6.87 (3H, m), 
5.37 (2H, s), 4.14 (2H, q, J=7.2Hz), 2.57-2.70 (4H, m), 1.84 (2H, tt, J=7.7, 7.7Hz), 
10 1.49 (6H, s), 1.24 (3H, t, J=7.2Hz) 0 

(2 9) 

2- (3- 'J y- 2 --f;l/^ 7x-;w) • ^f-^J^-f^ 



15 




TLC : Rf 0.41 (gf=$x^ ; y = 1 : 2) \ 

NMR (CDCI3) : 8 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.82 (d, J = 

8.0Hz, 1H), 7.74 (m, 1H), 7.67 (d, J = 8. 5Hz, 1H), 7.54 (m, 1H), 7.24 (dd, J = 8.0, 
20 8.0 Hz, 1H), 7.00-6.85 (m, 3H), 5.38 (s, 2H), 3.65 (s, 3H), 3.59 (s, 2H) 0 

gfifcflll (3 0^ 
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4- (3- V>-2->f fr* 7i^) 7*>gfc • 




TLC:Rf 0.51 : /\^-9-> = i : 2) ; 

NMR (CDC1 3 ) : $ 8. 19 (d, J - 8.5 Hz, 1H), 8.09 (d, J = 8. 5Hz, 1H), 7.83 (d, J = 

8.0 Hz, 1H), 7.74 (m, 1H), 7.68 (d, J = 8.5 Hz, 1H), 7.55 (m, 1H), 7.23 (m, 1H), 
6.90-6.75 (m, 3H), 5.38 (s, 2H), 3.65 (s, 3H), 2.62 (t, J = 7.5 Hz, 2H), 2.31 (t, J - 
10 7.5 Hz, 2H), 1.93 (m, 2H) 0 

iifli (3 1) 

3- (3- (4 -^W7i-W 7i-^) -fu^y^i • *f-)V 




tlc : Rf o.64(^^r-9-> :ft^f-;i/=4: d; 

NMR (CDQ 3 ) : 8 7.02-7.36 (m, 5H), 6.78-6.83 (m, 3H), 5.00 (s, 2H), 3.67 (s, 

20 3H), 2.93 (t, J = 7.0 Hz, 2H), 2.57-2.66 (m, 4H), 1.61 (m, 2H), 1.24-1.36 (m, 4H), 
0.89 (t, J = 6.2 Hz, 3H) 0 
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mm (3 3) 

5- (5- (*/ *)y-2-<<n'* -3. 4-^Knt7f^) ^ 




TLC:Rf 0.55(^x^;i/ : ^\^r-t> = l !2); 

NMR (CDC1 3 ) : 8 8.20 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 

8.0 Hz, 1H), 7.74 (m, 1H), 7.71 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7. 12 (dd, J = 8.0, 
10 8.0 Hz, 1H), 6.92 (d, J = 8.0 Hz, 1H), 6.85 (d, J = 8.0 Hz, 1H), 5.89 (t, J = 4.5 Hz, 
1H), 5.40 (s, 2H), 5.39 (s, 2H), 3.66 (s, 3H), 2.91 (t, J = 8.0 Hz, 2H), 2.45 (t, J = 7.0 
Hz, 2H), 2.34 (d, J = 7.5 Hz, 2H), 2.26 (m, 2H), 1.80-1.45 (4H, m) 0 

gfifcflBl (3 3) 

15 5- (5- y-2-4 fr* b*v) -1, 2, 3, 4-ff7tKn 




20 TLCrRf 0.55 (tK: * : ?nn*;i/A = l I 10 : 100) ; 

NMR (CDCI3) : $ 8.20 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.5 Hz, 1H), 7.83 (d, J = 

8.5 Hz, 1H), 7.74 (m, 1H), 7.72 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7.07 (dd, J = 8.0, 
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8.0Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 6.73 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.67 (s, 
3H), 3.00-2.60 (m, 3H), 2.34 (t, J = 7.5 Hz, 2H), 2.00-1.50 (10H, m) 0 

(3 4) 

5 5- (4- (2- (i-7 9 U>-2 xf + y) 



O 




10 TLC : Rf 0.69 (^*^ > I i=$.xf-;]/=2 : 1) ; 

NMR (CDC1 3 ) : d 7.85-7.70 (m, 4H), 7.50-7.40 (m, 3H), 7.05 (d, J = 9 Hz, 2H), 

6.80 (d, J = 9 Hz, 2H), 4.25 (t, J = 7 Hz, 2H), 3.65 (s, 3H), 3.25 (t, J = 7 Hz, 2H), 
2.60 (t, J = 7 Hz, 2H), 2.35 (t, J = 7 Hz, 2H), 1.75-1.50 (m, 4H) 0 

15 mSLl L3-SJ 

2- (6- >-2->f )l>* h + - 1, 2, 3, 4-f 




20 
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TLC : Rf 0.47 (It=$J^;l/ I > = 1 I 2) ; 

NMR (CDC1 3 ) : 8 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.82 (d, J = 

8.0 Hz, 1H), 7.73 (m, 1H), 7.67 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7.06 (d, J = 8.5 
Hz, 1H), 6.81 (dd, J - 8.0, 3.0 Hz, 1H), 6.74 (d, J = 3.0 Hz, 1H), 5.35 (s, 2H), 3.69 
5 (s, 3H), 3.29 (m, 1H), 2.80-2.40 (m, 2H), 2.49 (dd, J = 15.0, 10.0 Hz, 1H), 2.00-1.60 
(m, 4H) 0 

L3-SJ 

2- (3- (4 b*'>) 7i-)b) ftK^f-A'XXr 

10 * 




TIjC:Rf 0.91 : &&x.1-P=9 : l) ; 

15 NMR (CDCI3) : 8 7.40-7.15 (m, 5H), 6.95-6.80 (m, 3H), 5.00 (s, 2H), 3.70 (s, 

3H), 3.60 (s, 2H), 2.60 (t, J = 7.5 Hz, 2H), 1.60 (m, 2H), 1.40-1.20 (m, 4H), 0.90 (t, 
J = 7 Hz, 3H) 0 

g*fc<ail (3 7) 

20 6- (3- 7x-M a^VS^^x 
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TLC :Rf 0.58 (^^r-9-> : ftS?x^;l/=i : i) ; 

NMR (CDC1 3 ) : $ 9.00 (1H, br), 8.24 (1H, br), 8.14 (1H, d, J=8.5Hz), 7.85 (1H, 

5 d, J=8.0Hz), 7.74 (1H, dd, J=8.5, 8.0Hz), 7.57 (1H, dd, J=8.5, 8.0Hz), 7.23 (1H, m), 
6.91-6.78 (3H, m), 5.26 (2H, s), 3.66 (3H, s), 2.60 (2H, t, J=7.5Hz), 2.30 (2H, t, 
J=7.5Hz), 1.78-1.54 (4H, m), 1.47-1.26 (2H, m) 0 

mm (3 3) 

10 4- (3- ( (2E) -3- (4-^^7 1^) - 2 - zTv^-fr* * 



H 3 C 




15 TLC:Rf 0.74 (^^y : S|Jxf^=3 : l) ; 

NMR (CDCI3) : $ 7.33 (d, J = 8.2 Hz, 2H), 7.20 (m, 1H), 7.14 (d, J = 8.2 Hz, 2H), 

6.67-6.82 (m, 4H), 6.37 (dt, J = 15.8, 5.8 Hz, IH), 4.68 (dd, J = 5.8, 1.4 Hz, 2H), 
3.66 (s, 3H), 2.63 (t, J = 7.2 Hz, 2H), 2.59 (t, J = 7.2 Hz, 2H), 2.34 (t, J = 7.2 Hz, 
2H), 1.95 (tt, J = 7.2, 7.2 Hz, 2H), 1.61 (m, 2H), 1.25-1.36 (m, 4H), 0.89 (t, J = 6.7 
20 Hz, 3H) 0 

g*fcgn (_3_eJ 
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4- (3- V >-3 -4 h*v) 7x-;W) 79>&< 




5 

TLC : Rf 0.84(gfc®xf-;l/) ; 

NMR (CDC1 3 ) : 8 8.99 (d, J = 2.2 Hz, 1H), 8.24 (d, J = 2.2 Hz, 1H), 8. 13 (d, J = 

8.4 Hz, 1H), 7.85 (dd, J = 8.2, 1.4 Hz, 1H), 7.73 (ddd, J = 8.4, 7.0, 1.4 Hz, 1H), 
7.57 (ddd, J = 8.2, 7.0, 1.2 Hz, 1H), 7.23 (m, 1H), 6.81-6.88 (m, 3H), 5.26 (s, 2H), 
10 3.67 (s, 3H), 2.65 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H), 1.96 (tt, J = 7.5, 7.5 
Hz, 2H) 0 

mm (4 0) 

4- (4- (4-^nD-2-h'j7JVtn>f;^;>j>-6-^v^h^r 
15 v) 7x-^) /r/^-^f^f/V 



F 




TLC : Rf 0.49 (^^"9" > RKxf- fr=4 1) ; 
20 NMR (CDCI3) : d 8.35 (d, J = 2.0 Hz, 1H), 8.27 (d, J = 8.8 Hz, 1H), 7.95 (dd, J = 
8.8, 2.0 Hz, 1H), 7.84 (s, 1H), 7.13 (d, J = 8.5 Hz, 2H), 6.95 (d, J = 8.5 Hz, 2H), 
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5.30 (s, 2H), 3.66 (s, 3H), 2.61 (t, J = 7.5 Hz, 2H), 2.33 (t, J - 7.5 Hz, 2H), 1.93 (tt, 
J = 7.5, 7.5 Hz, 2H) 0 

mm (JJJ 

5 2- (3- >-2-4 )V* h*v) 7i-WWt) ■ * + 




10 NMR (CDa 3 ) : S 8.20 (d, J = 8.4 Hz, 1H), 8.09 (d, J = 8.4 Hz, 1H), 7.83 (m, 1H), 

7.74 (m, 1H), 7.68 (d, J = 8.4 Hz, 1H), 7.55 (m, 1H), 7.18 (m, 1H), 6.83-7.03 (m, 
2H), 6.77 (m, 1H), 5.39 (s, 2H), 3.76 (s, 2H), 3.70 (s, 3H), 3.09 (s, 2H) 0 

mm (42) 

15 (2E) -6- (3- V >-2->f /M 7x-;W) ^**r- 2 




20 TLC : Rf 0.58 (f^®?i-^;H s\*y- > = i : 2) ; 

NMR (CDa 3 ) : £ 8. 19 (d, J = 8.0 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 
8.0Hz, 1H), 7.74 (dd, J = 8.0, 8.0 Hz, 1H), 7.68 (d, J = 8.0 Hz, 1H), 7.55 (dd, J = 
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8.0, 8.0 Hz, 1H), 7.20 (dd, J = 8.0, 7.5 Hz, 1H), 6.93 (dt, J = 16.0, 7.0 Hz, 1H), 
6.90-6.75 (m, 3H), 5.80 (d, J = 16.0 Hz, 1H), 5.38 (s, 2H), 4. 19 (q, J = 7.0 Hz, 2H), 
2.61 (t, J = 7.5 Hz, 2H), 2. 18 (dt, J = 7.0, 7.0 Hz, 2H), 1.76 (m, 2H), 1.29 (t, J = 7.0 
Hz, 3H) 0 

5 

mm (4 3) 

2 - (3 - ( (2E) -3 - (4-^>f;l/7i-JV) - 2 - yn^jl/t^r 




TLC : Rf 0.57 (^^V : ftKxf ;i/=4 : 1) ; 

NMR (CDQ 3 ) : S 7.33 (d, J = 8.0 Hz, 2H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 7.14 (d, 

J = 8.0 Hz, 2H), 6.83-6.95 (m, 3H), 6.71 (d, J = 16.4 Hz, 1H), 6.36 (dt, J = 16.4, 5.8 
15 Hz, 1H), 4.70 (d, J = 5.8 Hz, 2H), 3.80 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.59 (t, J 
= 7.2 Hz, 2H), 1.54-1.68 (m, 2H), 1.23-1.35 (m, 4H), 0.89 (t, J = 6.6 Hz, 3H) 0 

(4 4) 

4- (2- (4-^DD-2-hV7HD^fWJ>-6-^f;Mb^ 



105 



WO 99/11255 



PCT/JP98/03760 




TLC:Rf 0.58(^^r"t> I g^K^f-^=4 I 1) ; 

NMR (CDC1 3 ) : $ 8.40 (d, J = 1.4 Hz, 1H), 8. 28 (d, J = 8.6 Hz, 1H), 7. 95 (dd, J = 

5 8.6, 1.4 Hz, 1H), 7.85 (s, 1H), 7. 16-7.26 (m, 2H), 6.91-6.98 (m, 2H), 5.34 (s, 2H), 
3.63 (s, 3H), 2.80 (t, J = 7.6 Hz, 2H), 2.38 (t, J = 7.6 Hz, 2H), 2.02 (tt, J = 7.6, 7.6 
Hz, 2H) 0 

10 2 - ( (2Z) -3 - (3 - (*/V>-2-^^ h*v) 7x-^) -2 




15 TLC:Rf 0.76 * : ^^> = 1 : 1) | 

NMR (CDa 3 ) : £ 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.25 (dd, J = 8.0, 8.0 Hz, 1H), 6.95 (s, 1H), 
6.93 (d, J = 8.0 Hz, 1H), 6.89 (d, J = 8.0 Hz, 1H), 6.58 (dd, J = 11.5, 1.5 Hz, 1H), 
20 5.71 (dt, J = 11.5, 8.0 Hz, 1H), 5.39 (s, 2H), 3.57 (s, 3H), 3.47 (dd J = 8.0, 1.5 Hz, 
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2H), 3.16 (s, 2H) 0 

mm (4 6) 

6- (3 - y >-2 -A *) 7x-ji/) ^-y-yffi. • t?-^ 

5 




1LC:Rf 0.44(|^g?Xf-;H ^^r^> = l : 3) I 
10 NMR (CDCI3) : 5 8.07 (d, J = 8.5 Hz, 1H), 8.04 (d, J = 8.5 Hz, 1H), 7.77 (d, J = 

8.0Hz, 1H), 7.69 (ddd, J = 8.5, 8.5, 1.5 Hz, 1H), 7.52 (d, J = 8.5 Hz, 1H), 7.52 (d, J 
= 8.5 Hz, 1H), 7.25-7.00 (m, 3H), 6. 94 (ddd, J =7.0, 1.5, 1.5 Hz, 1H), 4.43 (s, 2H), 
3.66 (s, 3H), 2.49 (t, J = 7.5 Hz, 2H), 2.25 (t, J = 7.5 Hz, 2H), 1.70-1.40 (m, 4H), 
1.27 (m, 2H)o 

15 

mm (47) 

2- (3- (3- ( (2E) -3- (4-^>i-)VyjL-)V) - 



H 3 C 



20 




TLC:Rf o.60(^^-t> :fti?^^^=4: d; 
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NMR (CDa 3 ) : d 7.33 (d, J = 8.0 Hz, 2H), 7.20 (m, 1H), 7. 14 (d, J = 8.0 Hz, 2H), 

6.67-6.80 (m, 4H), 6.37 (dt, J = 16.0, 5.6 Hz, 1H), 4.68 (d, J = 5.6 Hz, 2H), 3.73 (s, 
3H), 3.22 (s, 2H), 2.55-2.74 (m, 6H), 1.93 (tt, J = 7.6, 7.6 Hz, 2H), 1.54-1.66 (m, 
2H), 1.26-1.35 (m, 4H), 0.89 (t, J = 6.9 Hz, 3H) 0 

5 

2- (5— V > - 2 — f -1, 2, 3, 4-f h7liKn 



10 




TLC:Rf 0.33(ft^f-;H ^^^> = 1 13); 

NMR (CDC1 3 ) : 5 8.18 (d, J = 8.5 Hz. 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.70 (d, J = 8.5 Hz, 
15 1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.04 (dd, J = 8.0, 8.0 Hz, 1H), 6.74 (d, J = 
8.0 Hz, 1H), 6.72 (d, J = 8.0 Hz, 1H), 5.38 (s, 2H), 3.71 (s, 3H), 3.15-1.95 (m, 
8H),1.56 (m, 1H) 0 

mmn (49) 

20 4- (5 - (^fyr/-2-^^ h*v) -1, 2, 3, 4-ThyfcKo 
±~7 9V>-2~4 )V) 79V&'*?-)V3-7,t)1' 
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TLC : Rf 0.60 (ttttxf-* I ^ W > = 1 : 2) ; 

NMR (CDCI3) : 5 8. 18 (d, J = 8.0 Hz, 1H), 8.07 (dd, J = 8.0, 1.5 Hz, 1H), 7.82 

5 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.6, 1.5 Hz, 1H), 7.59 (d, J = 8.0 Hz, 
1H), 7.53 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.71 (d, J = 
8.0 Hz, 1H), 6.71 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.68 (s, 3H), 3. 15-2.60 (m, 3H), 
2.55-2.30(m, 1H), 2.35 (t, J =7.5 Hz, 2H), 2.00 (m, 1H), 1.85-1.60 (m, 3H), 1.55- 
1.30 (m, 3H) 0 

10 

mm (SO) 

2- (7- (^y i r/-2-'(JM Y*z/) - 1, 2, 3, 4-fh7kKn 



15 




TLC : Rf 0.27 {ffl&X-T ^ : ^**t > =1 I 5) ; 

NMR (CDCI3) : 8 8.17 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.81 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J= 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 
20 1H), 7.53 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 6.98 (d, J = 8.0 Hz, 1H), 6.79 (dd, J = 8.0, 
3.0 Hz, 1H), 6.71 (d, J = 3.0 Hz, 1H), 5.34 (s, 2H), 3.69 (s, 3H), 2.90-2.70 (m, 3H), 
2.55-2.10 (m, 4H), 1.91 (m, 1H), 1.44 (m, 1H) 0 
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3- (6- (^r/'J>-2-^^ -1, 2, 3, 4 -f h7H Ko 




TLC :Rf 0.88 (7K: * 9 J -fr \ ^OU^A = i : 10 : 100) ; 

NMR (CDC1 3 ) : $ 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

10 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 6.97 (d, J - 8.5 Hz, 1H), 6.78 (dd, J = 8.5, 
2.5 Hz, 1H), 6.75 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.67 (s, 3H), 2.90-2.70 (m, 3H), 
2.41 (t, J = 7.5 Hz, 2H), 2.38 (m, 1H), 1.89 (m, 1H), 1.80-1.60 (m, 3H), 1.38 (m, 
1H) 0 

15 

mm (52) 

4- (7- *)>-2-4)V* Y**,) -l, 2 S 3, 4-rh?fcKn 



20 
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TLC : Rf 0.43 (fttxf;!' : > = 1 : 3) ; 

NMR (CDC1 3 ) : S 8. 17 (d. J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.98 (d, J = 8.5 Hz, 1H), 6.78 (dd, J = 8.5, 
5 2.5 Hz, 1H), 6.72 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.67 (s, 3H), 2.90-2.65 (m, 3H), 
2.36 (dd, J = 16.0, 10.0 Hz, 1H), 2.33 (t, J = 7.5 Hz, 2H), 2.00-1.60 (m, 4H), 1.50- 
1.20 (m, 3H) 0 

IMl (5 3) 

10 6- (*>";>- 2 ->f fr* -1, 2, 3, 4-Tf 7HKDt7^ 

Vy-2 -4 )lstiPtf>M '• ^f-;wx^r^ 




15 TLC:Rf 0.35 (ffi^if ^ : ^^> = \ \ 3) ; 

NMR (CDCI3) : § 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (d, J = 8.0 Hz, 1H), 6.81 (dd, J = 8.0, 
2.5 Hz, 1H), 6.75 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.71 (s, 3H), 3.05-2.60 (m, 5H), 
20 2.17 (m, 1H), 1.83 (m, 1H) 0 

mm (5 4) 

2- (8- (*SV>-2-4 )V* -l, 2, 3, 4-rh7fcKn 
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O 

ocx» 



TLC:Rf 0.43 (tK ', * ? I ^DO^W = l : 10 : 100) ; 

5 NMR (CDC1 3 ) : £ 8.22 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.83 (d, J= 8.5 Hz. 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 6.78 (d, J = 
8.0 Hz, 1H), 6.75 (d, J = 8.0 Hz, 1H), 5.40 (s, 2H), 3.81 (m, 1H), 3.69 (s, 3H), 2.95 
(dd, J = 15.0, 2.5 Hz, 1H), 2.85-2.75 (m, 2H), 2.49 (dd, J = 15.0, 11.0 Hz, 1H), 
10 1.95-1.75 (m, 4H) 0 

mm (5 5) 

8- {*JVV-l-4)\/* Y**/) -1, 2, 3, A-TYyM.Yui-7 9 
V>-2 -4 )VtDVtf>& • ^f-;i/i7.T^ 



TLC:Rf 0.47(ft^^;U : ^^r^> = l : 3) ; 

NMR (CDa 3 ) : $ 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 
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(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.06 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.06 (dd, J = 8.0, 8.0 Hz, 1H), 6.74 (d, J = 
8.0 Hz, 1H), 6.74 (d, J = 8.0 Hz, 1H), 5.40 (s, 2H), 3.76 (s, 3H), 3.28 (dd, J = 17.0, 
4.5 Hz, 1H), 3.00-2.65 (m, 4H), 2.21 (m, 1H), 1.89 (m, 1H) 0 

5 

gffiflLl (5 6) 

3- (8- (^yT/-2->f^h^v) -1, 2, 3, 4-ff7liKn 




TLC:Rf 0.46(gfc$x^;V : ^*y-> = l I 3) I 

NMR (CDC1 3 ) : 8 8.21 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.84 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
15 1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.73 (d, J = 
8.0 Hz, 1H), 6.72 (d, J = 8.0 Hz, 1H), 5.38 (s, 2H), 3.68 (s, 3H), 3.12 (dd, J = 17.0, 
4.5 Hz, 1H), 2.90-2.75 (m, 2H), 2.49 (t, J = 7.5 Hz, 2H), 2.31 (dd, J = 17.0, 9.0 Hz, 
1H), 2.00-1.70 (m, 4H), 1.42 (m, 1H) 0 

20 mmm (57) 

3- (5- (^y h*v) -1, 2, 3, 4-rh7bKn 
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N CH 3 



TLC : Rf 0.42 : y = \ : 3) ; 

NMR (CDCI3) : 8 8. 19 (d, J = 8.5 Hz, 1H), 8.06 (d, J = 8.0 Hz, 1H), 7. 83 (dd, J = 

5 8.0, 1.0 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.70 (d, J = 8.5 Hz, 1H), 7.54 
(dd, J = 8.0, 8.0 Hz, 1H), 7.08 (dd, J = 8.0, 8.0 Hz, 1H), 6.85 (d, J = 8.0 Hz, 1H), 
6.74 (d, J = 8.0Hz, 1H), 5.37 (s, 2H), 3.68 (s, 3H), 3.00-2.70 (m, 3H), 2.43 (dd, J = 
7.0, 2.0 Hz, 1H), 2.39 (d, J = 7.0 Hz, 1H), 2.20-1.60 (m, 6H)o 

10 mmmi (5 a) 

3- (7- (*/ V y-2 -4 h*v) -1, 2, 3, 4-fh7tKn 




lLC:Rf 0.37 (ft®j^;v I ^*^> = 1 : 3) ; 

NMR (CTO3) : $ 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.53 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.88 (d, J = 2.5 
20 Hz, 1H), 6.79 (dd, J = 8.5, 2.5 Hz, 1H), 5.36 (s, 2H), 3.65 (s, 3H), 2.75 (m, 1H), 
2.67 (t, J = 5.5 Hz, 2H), 2.41 (ddd, J = 15.0, 7.0, 2.5 Hz, 1H), 2.29 (ddd, J = 15.0, 
7.0, 1.5 Hz, 1H), 2.20-1.55 (m, 6H) 0 
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(5 9) 

2- (3- (*/'J V-l-Afr* h*v) 7x-WWt) gfc$ • 




tlc : Rf 0.41 I gj;gpL^;i/=i : i) ; 

MS (APCI, Pos. 40 V) : 354 (M+H)+o 

m mz-z (3) 

15 g&£L2 

(5EZ) -6- (3- (4M';>-2->f JWpt 7x-^) -5-^ 




20 

TLC:Rf 0.64(^*"9-> :ftttif-^=2I 1); 

NMR (CDa 3 ) : $ 8.19 (1H, d, J=8.6 Hz), 8.08 (1H, d, J=8.2 Hz), 7.83 (1H, d, 
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J=8.2Hz), 7.76 (1H, m), 7.68 (1H, d, J=8.6 Hz), 7.55 (1H, t, J=6.8 Hz), 7.22 (1H, 
dd, J=15.6, 7.8 Hz), 7.06-6.82 (3H, m), 6.42 (1/2H, d, J=15.8 Hz), 6.40 (1/2H, d, 
J=10.0Hz), 6.16 (1/2H, dt, J=6.6, 15.8 Hz), 5.58 (1/2H, dt, J=7.4, 10.0 Hz), 5.39 
(2H, s), 3.66 and 3.63 (3H, s), 2.40-2.16 (4H, m), 1.89-1.63 (2H, m) 0 

(5EZ) -6- (2- y-2-A)\/* h**s) 7x^) -5-^\ 



o 



10 




TLC : Rf 0.63{^*V> : ft«x^>U=2 : 1) ; 
MS (apci, Pos., 40 V) : 362 (M+H)+ c 



15 &mm2 (2) 

(5EZ) -6- (4- 'j >-2--f;U^ 7x^) -5-^ 
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MS (apci, Pos., 40 V) : 362 (M+H)+ 0 



mm 



6- (3— (*>>y >-2->fJM 7xz;i/) ^*-9->$ 

5 



nmmi-em&Ltzit&igB (4.69 g) (oom i) 

T, 2N*HMkt h V*-Mc»ifc (21 ml) *in*. r 1 P#W««lLfc 0 KJSii 
10 2 N&R (21 m 1 ) Lfc&* »ET* * ^ -**ff*U ft® 

*$MHfc** (3.79 g) mtzo 
15 TLC:Rf 0.37 (^4MJ-> : ftHif^=l I 1) ; 

NMR (CDC1 3 ) : $ 8.20 (1H, d, J=8.2Hz), 8.11 (1H, d t J=8.8Hz), 7.68-7.85 (3H, 

m), 7.51-7.59 (1H, m), 7.18 (1H, dd, J=7.8, 7.8Hz), 6.76-6.89 (3H, m), 5.40 (2H, s), 
2.59 (2H, t, J=7.4Hz), 2.33 (2H, t, J=7.4Hz), 1.55-1.78 (4H, m), 1.31-1.42 (2H, m)o 

20 &mm 3 LP - 3 (60) 

mmmi (1) -mmmi (39) , mmmi (4 n -mmmi (43) , 
nmmi (45) -nmmi (59) &xv%tim 2-2 (2) -cm&itzit 
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6- (3- {+79\'y-2-4)\<* 7i-^) 



5 




OH 



TLC:Rf 0.28(?nn*;l/A : * ?S-)V=20: 1) ; 

NMR (CDC1 3 ) : $ 7.92-7.78 (4H, m), 7.58-7.42 (3H, m), 7.26-7. 15 (1H, m), 6.91- 

6.75 (3H, m), 5.22 (2H, s), 2.59 (2H, t, J=7.6Hz), 2.33 (2H, t, J=7.4Hz), 1.75-1.52 
10 (4H, m), 1.46-1.22 (2H, m) e 

6- (3-^>W^rV7x-^) ^*-9->$ 



TLC : Rf 0.32(*nn*;i/A : ^ *?J-)V=io: l); 

NMR (CDCI3) : 8 7.48-7.26 (5H, m), 7.25-7. 12 (1H, m), 6.84-6.73 (3H, m), 5.05 

(2H, s), 2.59 (2H, t, J=7.6Hz), 2.34 (2H, t, J=7.5Hz), 1.78-1.52 (4H, m), 1.46-1.28 
20 (2a m)o 



15 
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6- (3- (\£*)*J>-2-<<*'* 7 ss*V>& 




OH 



5 TLC:Rf 0.23 D □ ; * ? J -;W=20 : 1) I 

NMR (CDa 3 ) : 5 8.61 (1H, d, J=5.2Hz), 7.74 (1H, dt, J=7.6, 1.8Hz), 7.55 (1H, d, 

J=7.6Hz), 7.29-7.13 (2H, m), 6.87-6,74 (3H, m), 5.22 (2H, s), 2.59 (2H, t, J=7.4Hz), 
2.34 (2H, t, J=7.2Hz), 1.79-1.53 (4H, m), 1.46 -1.25 (2H, m) 0 

io wmi (4) 

(2E) -3- (2- (+;'J >-2-4fr* h^y) 7x-;V) -2-7*n 



TLC:Rf 0.47(^nn^;i/A : *9J-)\< = \0'. 1) ; 

NMR (dg-DMSO) : 5 12.5-12.1 (1H, br), 8.45 (1H, d, J=8.5Hz), 8.10-7.96 (2H, 

m), 7.98 (1H, d, J=16.2Hz), 7.85-7.58 (4H, m), 7.37 (1H, dt, J=7.8, 1.8Hz), 7.18 
(1H, d, J=7.8Hz), 7.01 (1H, t, J=7.5Hz), 6.65 (1H, d, J=l 6.2Hz), 5.50 (2H, s) c 




20 



**«3 (5) 
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(2E) -3- (3- >-2-4fr* r-*-» 



TLC:Rf 0.38(^no*;i/A : ^ ^y-;l/=iO : 1) ; 

NMR (dg-DMSO) : £ 12.6-12.2 (1H, br), 8.43 (1H, d, J=8.4Hz), 8.09-7.95 (2H, 

m), 7.86-7.58 (2H, m), 7.71 (1H, d, J=8.4Hz), 7.57 (1H, d, J=16.0Hz), 7.46 (1H, br), 
7.41-7.24 (2H, m), 7.12 (1H, d, J=8.0Hz), 6.57 (1H, d , J=16.0Hz), 5.43 (2H, s)„ 



^g«3 (6) 

(2E) -3- (4- (*v"J >-2->f/M r-*v) 7x-;l/) -2-7"o 



TLC:Rf 0.41 (?nn*;l/A : *9/-fr = l0: 1)1 

NMR (dg-DMSO) : $ 12.4- m (1H, br), 8.42 (1H, d, J=8.6Hz), 8.08-7.96 (2H, 

m), 7.80 (1H, dt, J=7.5, 1.6Hz), 7.71-7.60 (2H, m), 7.65 (2H, d, J=8.6Hz), 7.54 (1H, 
20 d, J=16.0Hz), 7.11 (2H, d, J=8.6Hz), 6.38 (1H, d, J=l 6.0Hz), 5.43 (2H, s) 0 
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mm (7) 

3- (2- {*JVy-2-Afr* 7x-;V) zfusiy® 




5 

TLC: Rf 0.28(^na^;WA : pt^/-;i/=15: d; 

NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.6Hz), 7.81 (1H, d, 

J=8.0Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.0Hz), 7.26- 
7.11 (2H, m), 6.96-6.86 (2H, m), 5.42 (2H, s), 3.12 (2H, t, J=7.8Hz), 2.78 (2H, t, 
10 J=7.8Hz) 0 

mm ^ 

3 - (3 - {*J V y-2-4fr* h*v) 7i-JV) -fu^y^i 




TLC: Rf 0.32(?nn*;l/A : ^ ?J-)V=\5 \ 1) ; 

NMR (CDCI3) : £ 8.20 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.2Hz), 7.82 (1H, d, 

J=8.0Hz), 7.78-7.68 (1H, m), 7.69 (1H, d, J=8.6Hz), 7.55 (1H, t, J=8.2Hz), 7.20 (1H, 
20 t, J=7.8Hz), 6.93 (1H, br), 6.89-6.79 (2H, m), 5.38 (2H, s), 2.95 (2H, t, J=7.6Hz), 
2.68 (2H, t, J=7.6Hz) 0 
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mm (9) 

3- (4- (+; , J>-2-'fWh^y) 7jl-)V) yD;r/|J 




TLCtRf 0.34(*no*;WA : * *J-P=\s : 1) ; 

NMR (QXa 3 ) : 5 8.19 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.4Hz), 7.82 (1H, d, 

J=8.2Hz), 7.78-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.2Hz), 7.14 (2H, 
d, J=8.6Hz), 6.94 (2H, d, J=8.6Hz), 5.36 (2H, s), 2. 91 (2H, t, J=7.6Hz), 2.65 (2H, t, 
J=7.6Hz) 0 

mm (i 

6- (4- {*J*)>-2-4)\<* h^y) -73L-)V) ^\4r^>®? 




iLC:Rf 0.41 (^nn*;vA : ^ ^y-;w=i5 : i) ; 

NMR (aX3 3 ) : 8 8.19 (1H, d, J=8.2Hz), 8.10 (1H, d, J=8.6Hz), 7.82 (1H, d, 

J=8.2Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.2Hz), 7.54 (1H, t, J=7.0Hz), 7.08 (2H, d, 
J=8.8Hz), 6.93 (2H, d, J=8.8Hz), 5.37 (2H, s), 2.54 (2H, t, J=7.5Hz), 2.35 (2H, t, 
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J=7.5Hz), 1.76-1.51 (4H, m), 1.46-1.28 (2H, m)o 

6 _ ( 2 - (*y>; y- 2 -4^* Y**s) 7i-jv) ^**)->& 

5 

o 




TLC:Rf o.5i(^^^^:B^m^f-^=i:i); 

NMR (CDCI3) : 8 8.21 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.6Hz), 7.82 (1H, d, 

10 J=8.0Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.0Hz), 7.21-7.07 (2H, 
m, Ph), 6.95-6.85 (2H, m), 5.40 (2H, s), 2.76 (2H, t, J=7.5Hz), 2.37 (2H, t, J=7.5Hz), 
1.71 (4H, m), 1.56-1.36 (2H, m) e 

^fifcflfls n 2) 

15 (5EZ) -6- (3- (*y"J>-2->OV;* 7i-)V) -5-^ 




20 TLC : Rf 0.27, 0.20 n n : * 9 J -;V=15 : 1) ; 

NMR (CDC1 3 ) : <5 8.26-8.07 (2H, m), 7.82 (1H, d, J=8.2Hz), 7.80-7.65 (2H, m), 
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7.55 (1H, t, J=7.5Hz), 7.29-7.15 (2H, m), 7.08-6.99 (1H, m), 6.98-6.80 (2H, m) t 
6.42 and 6.36 (1H, m), 5.42 and 5.41 (2H, s), 2.51-2.18 (4H, m), 1.91-1.68 (2H, m) 0 

mam lld 

5 (5EZ) -6- (2- >-2-J)l* 7x-^) -5 




10 1LC:Rf 0.41(*nu#/UA : * *y>-/u = l5 : 1) ; 

NmR(CDa 3 ) : 8 8.21 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.6Hz), 7.87-7.61 (3H, 

m), 7.59-7.40 (2H, m), 7.24-7.08 (1H, m), 6.99-6.82 (2+0.67H, m), 6.69 (0.33H, d, 
J=11.6Hz), 6.23 (0.67H, dt, J=16.0, 7.0Hz), 5.73 (0.3 3H, dt, J=11.6, 7.5Hz), 5.42 
and 5.39 (2H, eachs), 2.50-2.27 (4H, m), 1.96-1.72 (2H, m) 0 

15 

gfljgl3 H4) 

(5EZ) -6- (4- V >-2->f ;M h**s) 7i-^) -5-^ 



20 
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TLC:Rf 0.36(^an*;l/A : ^ ^^-^=15 : 1) ; 

NMR (CDCI3) : 8 8.19 (1H, d, J=8.6Hz), 8.11 (1H, d, J=8.6Hz), 7.82 (1H, d, 

J=8.0Hz), 7.79-7.62 (2H, m), 7.55 (1H, t, J=8.0Hz), 7.26 and 7.20 (2H, each d, 
J=8.8Hz), 6.98 and 6.95 (2H, each d, J=8.8Hz), 6.38 (0.33H, d, J=11.4Hz), 6.34 
5 (0.67H, d, J=16.0Hz), 6.03 (0.67H, dt, J=16.0, 6.8Hz), 5.54 (0.33H, dt, J=11.4, 
7.2Hz), 5.39 (2H, s), 2.47-2.17 (4H, m), 1.90-1.70 (2H, m) 0 

mm (1 5) 

4- (2- f>M Y**s) 7iMV) 79>WL 

10 




TLC : Rf 0.25(^^r^> : S^^^^ = l : 1) J 

NMR (CDCI3) : d 8.20-8.27 (2H, m), 7.85 (1H, dd, J=8.0, 1.2Hz), 7.75 (1H, ddd, 

15 J=8.4, 7.0, 1.4Hz), 7.54-7.63 (2H, m), 6.83-7.04 (4H, m), 5.39 (2H, s), 4. 16 (2H, t, 
J=5.5Hz), 2.59 (2H, dd, J=6.4, 4. 4Hz), 2.21-2.33 (2H, m)<, 

m m (is) 

5- (2- (*y V>-2— fA^> Y* s s) 7^y*v) s<y*?VWL 

20 
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ox 

O^OH 




TLC:Rf 0.20 (^4Mf> '. gfc$.x-^;l, = i : l) ; 

NMR (CDC1 3 ) : d 8.21 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.6Hz), 7.68-7.84 (3H, 

5 m), 7.53 (1H, ddd, J=8.4, 6.0, 1.4Hz), 6.81-7.01 (4H, m), 5.42 (2H, s), 4.09 (2H, t, 
J=*5.9Hz), 2.51 (2H, t, J=6.7Hz), 1. 86-1.98 (4H, m)o 

*mma a 7) 

2- (3- (3- V y- 2-4 fr* Y* 9 s) 7x^^) 7*D*^y) ft 

10 m 




TLC:Rf 0.53(*nn*;i/A : * *y-;U=3 : 1) ; 
15 NMR(CDa 3 ): $ 8.22 (1H, d, J=9.2Hz), 8.16 (1H, d, J=9.2Hz), 7.69-7.85 (3H, 

m), 7.56 (1H, ddd, J=7.0, 7.0, 1.0Hz), 7.19 (1H, dd, J=7.8, 7.8Hz), 6.78-6.96 (3H, 
m), 5.42 (2H, s), 4.09 (2H, s), 3.53 (2H, t, J=6.2Hz), 2.69 (2H, t, J=7.3Hz), 1.92 
(2H, m)o 

20 mmms a &) 
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7- (2- 2 -'OV;* h*v) 7i^V) ^T^^S? 




5 TLC:Rf 0.41 ! &®X^;U=1 ! 1) ; 

NMR (CDC1 3 ) : 8 8.26 (1H, d, J=8.6Hz), 8.15 (1H, d, J=8.6Hz), 7.81-7.88 (2H, 

m),' 7.74 (1H, ddd, J=8.4, 7.0, 1.8Hz), 7.51-7.59 (1H, m), 6.80-7.04 (4H, m), 5.49 
(2H, s), 4.07 (2H, t, J=6.0Hz), 2.38 ( 2H, t, J=6.9Hz), 1.38-1.94 (8H, m)o 

io &mma a 9) 

4- (2- (4-^>fM>m^» 7x;^r'» 7?>M 



H,C 




15 TLC : Rf 0.39 (^tt > I &&JL?-)\, = l : 1) ; 

NMR (CDC1 3 ) : 8 7.35 (2H, d, J=8. 1Hz), 7. 18 (2H, d, J=8. 1Hz), 6.87-6.97 (4H, 

m), 5.07 (2H, s), 4.08 (2H, t, J=6.0Hz), 2.60-2.64 (4H, m), 2.04-2.21 (2H, m), 1.53- 
1.68 (2H, m), 1.26-1.36 (4H, m), 0.88 (3H, t, J=6.7Hz) 0 

20 mm (2 0) 

5- (2- (4—^>f-^>^**'» 7x^y) 
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HO 



O 



TLC:Rf 0.45 > I i^if^ = l : 1) ; 

5 NMR(CDC1 3 ): d 7.34 (2H, d, J=8.0Hz), 7. i7 (2H, d, J=8.0Hz), 6.82-6.98 (4H, 

m), 5.08 (2H, s), 4.05 (2H, t, J=5.8Hz), 2.59 (2H, t, J=7.6Hz), 2.46 (2H, t, J=7.0Hz), 
1.83-1.94 (4H, m), 1.53-1.69 (2H, m), 1.25-1.36 (4H, m), 0.88 (3H, t, J=6.7Hz) 0 



mm (2 1) 
10 7- (2- (4-^>fM>^t^v) 7^y**s) 



TLC :Rf 0.54 I ftixf^=i : l) ; 

15 NMR (CDC1 3 ) : 8 7.35 (2H, d, J=8.2Hz), 7. 17 (2H, d, J=8.2Hz), 6.81-6.96 (4H, 

m), 5.09 (2H, s), 4.02 (2H, t, J=6.6Hz), 2.59 (2H, t, J=7.7Hz), 2.35 (2H, t, J=7.5Hz), 
1.25-1.90 (14H, m), 0.88 (3H, t, J=6.7Hz) D 

mm (2 2) 
20 5- (3- V-1-4fr* 7x-;W) 
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TLC:Rf 0.61 (gfe$JL^;l/ '. ^^^>=2 : 1) ; 

NMR (CDCI3) : 8 8.20 (1H, d, J=8.5Hz), 8.12 (1H, d, J=8.5Hz), 7.83 (1H, dd, 

5 J=8.5, 1.5Hz), 7.74 (1H, ddd, J=8.5, 8.5, 1.5Hz), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, 
ddd, J=8.5, 8.5, 1.0Hz), 7.18 (1H, t, J=7.5Hz), 6.90- 6.75 (3H, m), 5.40 (2H, s), 
2.65-2.50 (2H, m), 2.45-2.30 (2H, m), 1.75-1.55 (4H, m) 0 

mm (2 3) 

10 2- (3- (3- ^y-l-AP* 7i-^) yn^ft) 



15 TLC : Rf 0.49 (ftK^f-^) ; 

NMR ( d 6 -DMSO) : $ 8.39 (1H, d, J=8.4Hz), 7.95-8.02 (2H, m), 7.77 (1H, ddd, 

J=7.0, 7.0, 1.4Hz), 7.56-7.67 (2H, m), 7.18 (1H, dd, J=7.7, 7.7Hz), 6.76-6.92 (3H, 
m), 5.33 (2H, s), 3.18 (2H, s), 2.50-2.64 (4H, m), 1.75- 1.89 (2H, m) 0 

20 Wmi (2 A) 

5- (7- (*yy>-2— f h*v) -3, 4-^kKDt7f;V) ^ 
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OH 



iLC:Rf o.24(^^r^^ :ft^^;v=2: i); 

5 NMR ( d g-DMSO) : & 8.39 (1H, d, J=8.4Hz), 8.01 (1H, d, J=8.4Hz), 7.97 (1H, d, 

J=7.0Hz), 7.77 (1H, ddd, J=8.4, 7.0, 1.4Hz), 7.56-7.68 (2H, m), 7.04 (1H, d, 
J=8.0Hz), 6.79-6.90 (2H, m), 5.84 (1H, t, J=4.4Hz), 5.35 (2H, s), 2.55 (2H, t, 
J=7.8Hz), 2.32 (2H, t, J=7.2Hz), 2.08-2.15 (4H, m), 1.32-1.50 (4H, m)„ 

10 mm (2 5) 

5- (7- (*y V h*v) -1, 2, 3, 4-f h7tKo 




OH 



15 

TLC :Rf o.n (^*^y : Sfc®^^=2 : 1) ; 

NMR ( d 6-DMSO) : $ 8.38 (1H, d, J=8.4Hz), 8.01 (1H, d, J=8.4Hz), 7.97 (1H, d, 

J=7.0Hz), 7.77 (1H, ddd, J=8.4, 7.0, 1.4Hz), 7.64 (1H, d, J=8.4Hz), 7.55-7.63 (1H, 
m), 6.92 (1H, d, J=8.6Hz), 6.73-6.84 (2H, m), 5.31 (2H, s), 2.54-2.64 (3H, m), 2. 14 
20 (2H, t, J=7.4Hz), 1.23-1.74 (10H, m) 0 

mmm (2 6) 
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6- (3- (3-7x-;^n^v) 7i^) 




5 TLC:Rf 0.30 (9 n D : * 9 J -;w=30 : l) ; 

NMR (CDa 3 ) : d 7.35-7.11 (6H, m), 6.79-6.66 <3H, m), 3.96 (2H, t, J=6.5Hz), 

2.81 (2H, t, J=7.5Hz), 2.58 (2H, t, J=7.5Hz),2.35 (2H, t, J=7.5Hz),2. 18-2.01 (2H, 
m), 1.76-1.53 (4H, m), 1.48-1.29 (2H, m)o 

io mm (27) 

7- (3- (^yj>-2-^f;Mh^y) ^79 




15 TLC:Rf 0.44 (tK I * 9 J \ 9 a n = 1 : 10 I 100) I 

NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.82 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.18 (1H, m), 6.90- 
6.75 (3H, m), 5.40 (2H, s), 2.57 (2H, t, J=7.5Hz), 2.34 ( 2H, t, J=7.5Hz), 1.75-1.40 
(8H, m) 0 

20 

mm L2-8J 

(3EZ) -6- (3- (^yT/-2-^;^f^y) 7x-;V) -3-^ 
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5 TLC : Rf 0.37 : ^ ? 7 -)l> : $ nn*;WA=l : 10 : 100) \ 

NMR (CDC1 3 ) : $ 8. 25-8.05 (2H, m), 7. 95-7.50 (4H, m), 7. 25-7. 15 (1H, m), 6.95- 

6.75 (3H, m), 5.70-5.40 (2H, m), 5.39 &5.37 (2H, s), 3.10-3.00 (2H, m), 2.75-2.60 
(2H, m), 2.50-2.25 (2H, m) 0 

10 mmm (29) 

2- (3- (3- (#yj>-2-'f;Mf^y) 7i^) yoe^7 



TLC:Rf 0.17(^nn^;l/A : *9 ;-)V=3 : 1) ; 

NMR (CDCI3+CD3OD) : 5 8.27 (1H, d, J=8.3Hz), 8.09 (1H, d, J=8.3Hz), 7.70- 

7.89 (3H, m), 7.59 (1H, ddd, J=8.0, 7.2, 0.8Hz), 7.23 (1H, m), 6.81-6.89 (3H, m), 
5.37 (2H, s), 3.68 (2H, s), 2.76-2.91 (4H, m), 2.14 (2H, m) 0 



mmm L3_qj 

2- ( (2EZ) -3- (3- (^r/V>-2--fJM h^y) 7x-^) - 




O O 



OH 
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5 TLC : Rf 0.37 (* I * 9 J I * DD*W = 1 I 10 \ 100) J 

NMR (CDC1 3 ) : <J 8.22 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.75 (1H, m), 7.70 (lH.d, J=8.5Hz), 7.56 (1H, m), 7.19 (1H, dd, J=8.0, 
8.0Hz), 7.10 (1H, m), 7.00-6.85 (2H, m),6.47 (1H, d, J= 16.0Hz), 6.17 (1H, dt, 
J=16.0, 7.5Hz), 5.41 (2H, s), 3.42 (2H, d, J=7.5Hz), 2.24 (2H, s) 0 

10 

mm (3 D 

2-^^-2- (3- (3- >-2 7x-^) 7 



15 




TLC:Rf 0.58 (ftK^f-^) ; 

NMR (CDCI3) : 8 8.26 (1H, d, J=8.4Hz), 8.19 (1H, d, J=8.4Hz), 7.84 (1H, dd, 

J=8.0, 1.4Hz), 7.71-7.80 (2H, m), 7.53-7.61 (1H, m), 7.17 (1H, dd, J=7.9, 7.9Hz), 
20 7.03 (1H, m), 6.84 (1H, dd, J=8.1, 2.6Hz), 6.75 (1H, d, J= 7.9Hz), 5.53 (2H, s), 
2.62-2.72 (4H, m), 1.86 (2H, tt, J=6.6, 6.6Hz), 1.59 (6H, s) 0 
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mmm 3 (32) 

2- (3- >-2->f>M 7x-;W m 




5 

TLC:Rf 0.52 (tK: *9 J-fr \ ?nn*;WA=l : 10 : 100) ; 

NMR (CDCI3) : £ 8.20 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.81 (1H, d, 

J=8.0Hz), 7.73 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.54 (1H, m), 7.24 (1H, dd, J=8.0, 
8.0Hz), 7.03 (1H, m), 7.00-6.90 (2H, m), 5.40 (2H, s), 3.64 (2H, s)o 

10 

ggfifcffl 3 (33) 

4- (3 - h*'» 7i-^) 7?>%i 




15 

TLC : Rf 0.63 : ^ 9 J —fr 9 U D A = 1 : 10 : 100) ; 

NMR (CDCI3) : 8 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.20 (1H, dd, J=8.0, 
8.0Hz), 6.95-6.75 (3H, m), 5.39 (2H, s), 2.65 (2H, t, J =7. 5Hz), 2.35 (2H, t, 
20 J=7.5Hz), 1.95 (2H, m) G 

**«3 
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3- (3- (4-^/f^7xi^n^>) 7x-;W ^D/r/R 




5 TLC:Rf 0.5 1 (#&X*;i/) ; 

NMR (CDC1 3 ) : 8 7. 17-7.36 (5H, m), 6.79-6.84 (3H, m), 5.00 (2H, s), 2.94 (2H, 

t, J=7.7Hz), 2.57-2.71 (4H, m), 1.62 (2H, m), 1.28-1.35 (4H, m), 0.89 (3H, t, 
J=6.8Hz) 0 

10 mmm i3_5J 

5- (5- y-2-4 h*v) -3, 4-ytKnt7f^) ^ 




TLC : Rf 0.40(7K: ^ ^^-^ : ^OD^;K=l I 10! 100) ; 

NMR (CDCI3) : £ 8.21 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.84 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.72 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.12 (1H, dd, J=8.0, 
8.0Hz), 6.92 (1H, d, J=8.0Hz), 6.85 (1H, d, J=8.0Hz), 5 .89 (1H, t, J=7.5Hz), 5.41 
20 (2H, s), 2.91 (2H, t, J=8.0Hz), 2.46 (2H, t, J=8.0Hz), 2.39 (2H, t, J=7.5Hz), 2.26 
(2H, m), 1.95-1.50 (4H, m) c 
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mmwt (3 6) 

5- (5- V >-2 -4 )l<* -1, 2, 3, 4-7 L h7^Ko 



5 




TLC:Rf 0.40 (7K: *9 J-fr\ ?OD*;l/A=l I 10 I 100)1 

NMR (CDC1 3 ) : $ 8.21 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.73 (1H, m), 7.72 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.07 (1H, dd, J=8.0, 
10 8.0Hz), 6.82 (1H, d, J=8.0Hz), 6.73 (1H, d, J=8.0Hz), 5 .38 (2H, s), 3.00-2.65 (3H, 
m), 2.39 (2H, t, J=7.5Hz), 2.00-1.30 (10H, m) 0 

mm (3 7) 

5- (4- (2- 0-7 9V>-2-4 fr) x^-» 7jl-;W) 

15 

O 




TLC:Rf 0.56(^nn^;l/A : ^ ^y-;V=20: 1) ; 

NMR (CDC1 3 ) : 8 7. 90-7.70 (4H, m), 7. 50-7.40 (3H, m), 7.05 (2H, d, J = 7.5 Hz), 

20 6.85 (2H, d, J = 7.5 Hz), 4.25 (2H, t, J =7 Hz), 3.25 (2H, t, J =7 Hz), 2.55 (2H, t, J 
= 7 Hz), 2.35 (2H, t, J = 6.5 H z), 1.80-1.50 (4H, m) 0 
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mm (3 8) 

2- (6- V -1, 2, 3, 4-rh7fcKn 



TLC:Rf o.4i (tIc: ^oo*w=i: 10 1 100); 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8. 1 1 (1H, dd, J=8.0, 1.5Hz), 7.83 (1H, 

dd, J=8.0, 1.5Hz), 7.74 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.68 (1H, d, J=8.5Hz), 7.55 
10 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.11 (1H, d, J=8.5Hz), 6.82 (1H, dd, J=8.5, 8.5Hz), 
6.75 (1H, d, J=8.5Hz), 5.37 (2H, s), 3.31 (1H, m), 2.74 (1H, dd, J=5.0, 15.0Hz), 
2.73 (2H, m), 2.55 (1H, dd, J=9.0, 15.0Hz), 2.00-1.65 (4H, m)o 

gflfe0il3 (3 9) 
15 2- (3 - (4 -^'/f;V7x-W Y*i/) 7i-)V) 



TLC: Rf 0.52(^nD^;l/A : ^ ^ y-;i/=9 : 1) ; 
20 NMR (CDCI3) : 8 7.40-7.15 (5H, m), 6.95-6.85 (3H, m), 5.00 (2H, s), 3.65 (2H, 
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s), 2.60 (2H, t, J = 7.5 Hz), 1.60 (2H, m), 1.45-1.20 (4H, m), 0.90 (3H, t, J = 6.5 Hz) 0 

mmm 3 (40) 

6- (3- V >-3-J)V* 7jc-;U) ^*"t>$ 



TLC : Rf 0.36(^nn*;l/A : ^ ^y-;W=l5 : 1) ; 

NMR (CDa 3 ) : S 9.02 (1H, d, J=2.0Hz), 8.25 (1H, br), 8.15 (1H, d, J=8.5Hz), 

10 7.84 (1H, d, J=8.5Hz), 7.73 (1H, dt, J=2.0, 8.5Hz), 7.57 (1H, t, J=8.5Hz), 7.20 (1H, 
t, J=8.0Hz), 6.90-6.77 (3H, m), 5.27 (2H, s), 2.61 (2H, t, J=7.5Hz), 2.36 (2H, t, 
J=7.5Hz), 1.78-1.56 (4H, m), 1.48-1.26 <2H, m) 0 

15 4- (3- ( (2E) -3- (4-^>f^7x^) - 2 - ^u^-jl/* * 




20 TLC : Rf 0.68 (|E8tx?-/l/) \ 

NMR (CDa 3 ) : 8 7.33 (2H, d, J=8.3Hz), 7.20 (1H, m), 7.13 (2H, d, J=8.3Hz), 
6.76-6.82 (3H, m), 6.71 (1H, dt, J=16.0, 1.2Hz), 6.36 (1H, dt, J=16.0, 5.6Hz), 4.67 
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(2H, dd, J=5.6, 1.2Hz), 2.66 (2H, t, J=7.3Hz), 2.59 (2H, t, J=7.8Hz), 2.38 (2H, t, 
J=7.3Hz), 1.97 (2H, tt, J=7.3, 7.3Hz), 1.61 (2H, m), 1.27-1.34 (4H, m), 0.89 (3H, t, 
J=6.7Hz) 0 

5 mm wz (4 3) 




10 TLC:Rf 0.41 (^x^;l/) ; 

NMR (CDCI3+CD3OD) : 8 9.31 (1H, d, J=1.8Hz), 8.96 (1H, s), 8.66 (1H, d, 

, ' ... 

J=8.0Hz), 8.06-8.19 (2H, m), 7.92 (1H, m), 7.27 (1H, m), 6.87-6.90 (3H, m), 5.43 
(2H, s), 2.67 (2H, t, J=7.4Hz), 2. 30 (2H, t, J=7.4Hz), 1.95 (2H, tt, J=7.4, 7.4Hz) 0 

15 mm U3) 

2- (3- h*v) 7x^;w^;i/f-*) gj-R 




20 nx::Rf o.45(?on*;wA : * *y-;v=io: 1) ; 

NMR (CDd 3 +3 drops of CD3OD) : d 8.21 (1H, d, J=8.4Hz), 8.06 (1H, d, 
J=8.4Hz), 7.67-7.85 (3H, m), 7.54 (1H, m), 7.22 (1H, dd, J=7.8, 7.8Hz), 6.88-7.04 
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(3H, m), 5.35 (2H, s), 3.79 (2H, s), 3.04 (2H, s) 0 

mmi (4 4^ 

(2E) -6- (3- y-i-AK* 7x-^) ^**r- 2 

5 -^>Wt 




TLC:Rf 0.36 (tK i * : ^dd*h=i : io : ioo) ; 

10 NMR (CDd 3 ) : $ 8.19 (d, J=8.0Hz, 1H), 8.12 (d. J=8.0Hz, 1H), 7.82 (d, 

J=8.0Hz, 1H), 7.73 (dd, J=8.0, 8.0Hz, 1H), 7.68 (d, J=8.0Hz, 1H), 7.53 (dd, J=8.0, 
8.0Hz, 1H), 7.19 (dd, J=7.0, 7.0Hz, 1H), 7.03 (dt, J=15.0, 7.0Hz, 1H), 6.90-6.75 
(m, 3H), 5.82 (d, J=15.0Hz, 1H), 5.40 (s, 2H), 2.61 (t, J=7.5Hz, 2H), 2.20 (dt, J=7.0, 
7.0Hz, 2H), 1.76 (m, 2H) e 

15 

mSLl (4 5) 

2- (3- ( (2E) -3- (4-^>f)V7i-;V) -2-7n^.=.;l/** 



20 




ILCrRf 0.64(?nn*;l/A ; ?j-)\,=a: \) ; 



140 



WO 99/11255 



PCT/JP98/03760 



NMR (CDC3 3 ) : 8 7.33 (2H, d, J=8.0Hz), 7.25 (1H, dd, J=7.8, 7.8Hz), 7. 14 (2H, 

d, J=8.0Hz), 6.83-6.95 (3H, m), 6.71 (1H, d, J=15.8Hz), 6.36 (1H, dt, J=15.8, 
6.0Hz), 4.69 (2H, d, J=6.0Hz), 3.83 (2H, s), 3.11 (2H, s), 2.59 (2H, t, J=7.6Hz), 
1.61 (2H, m), 1.26-1.35 (4H, m), 0.89 (3H, t, J=6.6Hz) 0 



mm lajl} 

2- ( (2Z) -3- (3- (*/'J h*v) 7jc-;w) -2 



njC:Rf o.40(tK : * 9J-)\> : ^d^a=i : io : loo) ; 

NMR (CDCI3) : $ 8.35 (d, J = 8.5 Hz, 1H), 8. 12 (d. J = 8.0, 1.0 Hz, 1H), 7.91 (d, 

J = 8.5 Hz, 1H), 7.88 (dd, J = 8.0, 1.5 Hz, 1H), 7.76 (ddd, J = 8.0, 8.0 1.5 Hz, 1H), 
15 7.58 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.58 (d, J = 1.5 Hz, 1H), 7.27 (dd, J = 7.5, 7.5 
Hz, 1H), 6.98 (dd, J = 7.5, 1.5 Hz, 1H), 6.84 (d, J = 7.5 Hz, 1H), 6.63 (d, J = 1 1.0Hz, 
1H), 5.80 (dt, J = 11.0, 9.0Hz, 1H), 5.54 (s, 2H), 3.80 (d, J = 9 .OHz, 2H), 3.28 (s, 
2H)o 

20 mmm3 (a 7) 

6- (3- (*yy >~2 -4 )\<*i-pi-*) 7i-jv) ^*v>m. 
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TLC : Rf 0.46 (tK * 9 J -/U : * O D = 1 : 10 I 100) ; 

NMR (CDC1 3 ) : 8 10.50 (hr., 1H), 8. 10 (d, J = 8.0 Hz, 1H), 8. 10 (dd. J = 8.0, 1.0 

5 Hz, 1H), 7.76 (dd, J = 8.0, 1.5 Hz, 1H), 7.68 (ddd, J « 8.0, 8.0, 1.5 Hz, 1H), 7.54 (d, 
J = 8.0 Hz, 1H), 7.49 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.22 (dd, J = 1.5, 1.5 Hz, 1H), 
7. 13 (d, J = 1.5, 1.5, 6.5 Hz, 1H), 7.09 (dd, J = 6.5, 6.5 Hz, 1H), 6.94 (ddd, J = 1.5, 
1.5, 6.5 Hz, 1H), 4.45 (s, 2H), 2.51 (t, J = 7.5 Hz, 2H), 2.31 ( t, J = 7.0 Hz, 2H), 
1.62 (m, 2H), 1.53 (m, 2H), 1.31 (m, 2H) C 

10 

(4 8) 

2- (3- (3- ( (2E) -3- (4-^>f;l/7x-;i/) -2-7n^- 



H 3 C 

15 




TLC:Rf 0.42(*nn*;l/A : * l) ; 

NMR(CXCl3): 8 7.33 (d, J = 8.2Hz, 2H), 7.11-7.24 (m, 3H), 6.67-6.82 (m, 4H), 
6.36 (dt, J = 16.0, 6.0 Hz, 1H), 4.68 (d, J = 6.0 Hz, 2H), 3.25 (s, 2H), 2.55-2.74 (m, 
20 6H), 1.60 (m, 2H), 1.27-1.35 (m, 4H), 1.93 (tt, J = 7.6, 7.6 Hz, 2H), 0.89 (t, J = 6.6 
Hz, 3H)o 
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mm (4 9) 

2- (5- (^r>"J V-2-4 )V* h*y) -1, 2, 3, 4-ff7tKo 
•^7^ U>-2->f;l/) #® 



5 




TLC:Rf 0.40 (tK: *9 ^dwa=i : io : loo); 

NMR (DMSO-dg) : $ 8.41 (d, J = 8.5 Hz, 1H), 8.03 (dd, J = 7.5, 1.0 Hz, 1H), 

7.99 (dd, J = 7.5, 1.5 Hz, 1H), 7.79 (ddd, J = 7.5, 7.5, 1.5 Hz, 1H), 7.69 (d, J = 8.5 
10 Hz, 1H), 7.61 (ddd, J =7.5, 7.5, 1.0 Hz, 1H), 7.03 (dd, J = 7.5, 7.5 Hz, 1H), 6.81 
(d, J = 7.5 Hz, 1H), 6.68 (d, J = 7.5 Hz, 1H), 5.35 (s, 2H), 3.05-2.75 (ra, 2H), 2.75- 
2.35 (m, 2H), 2.29 (d, J = 7.0 Hz, 2H), 2.20-1.85 (m, 2H), 1.42 (m, 1H) 0 

gfifcgil3 (5 0) 

15 4- (5- (*; U >-2-4)V* l>*v) -1, 2, 3, 4-rKytKo 

■f~7 tvy-2-4 )v) 




20 TLC:Rf 0.38 (iH \ * 9 J -)V : 9 O D#;l/A = l I 10 I 100) ; 

NMR (DMSOdg) : $ 8.41 (d, J = 8.5 Hz, 1H), 8.02 (d, J = 8.0 Hz, 1H), 7.99 (dd, 
J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 1H), 
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7.61 (dd, J = 8.0, 8.0 Hz, 1H), 7.02 (dd, J = 8.0, 8.0 Hz, 1H), 6.80 (d, J = 8.0 Hz, 
1H), 6.68 (d, J = 8.0 Hz, 1H), 5.34 (s, 2H), 3.05-2.70 (m, 2H), 2.62 (m, 1H), 2.34 (m, 
1H), 2.24 (t, J = 7.0 Hz, 2H), 1.94 (m, 1H), 1.75-1.55 (m, 3H), 1.45-1.20 (m, 3H) 0 

5 m m. (s i ) 

2- (7- (^r/'J>-2-'fWh^v') -1, 2, 3, 4-f h7liKo 



TLC:Rf 0.53 (tK : *9 J—*\ ^OD*;i,A = l : 10 : 100); 

NMR (DMSOdg) : S 8.40 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.79 (dd, J 
15 = 8.5, 2.5 Hz, 1H), 6.67 (d, J = 2.5 Hz, 1H), 5.31 (s, 2H), 2.79 (dd, J = 4.5, 16.5 Hz, 
1H), 2.75-2.60 (m, 2H), 2.39 (dd, J = 10.0, 16.0 Hz, 1H), 2.26 (d, J = 7.0 Hz, 2H), 
2.08 (m, 1H), 1.86 (m, 1H), 1.37 (m, 1H)„ 

**MI3 (5 2) 

20 3 - (6 - V>-2-J)V* Y*y>) -l, 2, 3, 4— fhyfcKn 
±7 9V>-2-4 )V) 7nA>g£ 




10 
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TLC:Rf 0.70 (tK \*9 J—*\ ?nD*;i/A = l : 10 : 100) ; 

NMR (DMSOdfi) : $ 8.39 (d, J = 8.5 Hz, 1H), 8.01 (dd, J = 8.0, 1.0 Hz, 1H), 

5 7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.96 (m, 1H), 6.85-6.70 (m, 2H), 5.30 
(s, 2H), 2.80-2.65 (m, 3H), 2.30 (t, J = 7.5 Hz, 2H), 2.26 (m, 1H), 1.84 (m, 1H), 
1.75-1.45 (m, 3H), 1.28 (m, 1H)<> 

io mm (53) 

4- (7- (*/>;>- 2-4;^ -1> 2, 3, 4— fF7tKn 

•f7 9V>- 2-4)\/) 79 




15 

TLC:Rf 0.58 (tK: *9J—*\ ?on*W = l : 10 : 100); 

NMR (DMSO-dg) : 8 8.40 (d, J - 8.0 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.0 
Hz, 1H), 7.61 (ddd, J - 8.0, 8.0, 1.0 Hz, 1H), 6.96 (m, 1H), 6.85-6.70 (m, 2H), 
20 5.30 (s, 2H), 2.85-2.60 (m, 3H), 2.30 (dd, J = 16.0, 10.5 Hz, 1H), 2.30 (t, J = 7.5 Hz, 
2H), 1.86 (m, 1H), 1.75-1.50 (m, 3H), 1.40-1.20 (m, 3H) 0 
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*Mtfl3 (5 4) 

6- V >-2-4)\>* -1, 2, 3, 4 -f h y Y*ui-y 9 




nx::Rf 0.52 ofc : * 9 J : ^on*M=i : io : ioo) ; 

NMR (DMSO-dg) : 8 8.41 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

10 7.99 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.65 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (d, J = 9.5 Hz, 1H), 6.85-6.75 
(m, 2H), 5.32 (s, 2H), 2.95-2.50 (m, 5H), 2.07 (m, 1H), 1.68 (m, 1H) 0 

mm 

15 2- (8- V>-2-J fr* -1, 2, 3, 




20 lLC:Rf 0J9(*: *9J—fr I *DD*;l/A=l : 10 : 100); 
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NMR (DMSOd6) : d 12. 13 (br., 1H), 8.38 (d, J = 8.5 Hz, 1H), 8.01 (dd, J = 8.0, 

1.0 Hz, 1H), 8.01 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 
7.77 (d, J = 8.5 Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.07 (dd, J = 8.0, 8.0 
Hz, 1H), 6.86 (d, J = 8.0 Hz, 1H), 6.70 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.60 (m, 
5 1H), 2.82 (dd, J = 15.5, 2.5 Hz, 1H), 2.80-2.60 (m, 2H), 2.32 (dd, J = 15.5, 11.0 
Hz, 1H), 1.90-1.60 (m, 4H) 0 

£*fc(ai3 (5 6) 

8- >-2->Ol/J* h*>0 -1, 2, 3, 4-rh7t:Kn^7^ 

10 W— 2 -- f 



ox* 



TLC:Rf 0.63 (tK: *9 J-fr \ ^no*;VA=l : 10! 100); 
15 NMR (DMSO-dg) : $ 8.42 (d, J = 8.5 Hz, 1H), 8.03 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 
Hz, 1H), 7.62 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.82 
(d, J = 8.0 Hz, 1H), 6.70 (d, J - 8.0Hz, 1H), 5.36 (s, 2H), 3.08 (m, 1H), 2.90-2.55 
(m, 4H), 2.08 (m, 1H), 1.74 (m, 1H) 0 

20 

mm (5 7) 

3- (8- V y-2-4 >V* h*y) -1, 2, 3, 4—rYyK\?u 
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lLC:Rf 0.59 (tK '. ^ 9 J —fr '. ^OD*M = i ; io : 100) ; 
5 NMR (DMSO-dfi) : d 8.42 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (dd, J = 8.0, 8.0 Hz, 1H), 6.79 
(d, J = 8.0 Hz, 1H), 6.69 (d, J = 8.0 Hz, 1H), 5.36 (s, 2H), 3.00 (m, 1H), 2.85-2.60 
(m, 2H), 2.35 (t, J = 7.0 Hz, 2H), 2.22 (dd, J = 16.0, 10.0 Hz, 1H), 1.98 (m, 1H), 
10 1.80-1.50 (m, 3H), 1.30 (m, 1H) 0 

mm (5») 

3- (5- V>-2->f )V* -1, 2, 3, 4-xl*7fcKn 




TLC:Rf 0.28 (Tfc: J-fr \ ^DD*M = 1 : io: 100); 
NMR (DMSOdg) : 8 8.42 (d, J = g.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 
20 7.99 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 
Hz, 1H), 7.62 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.07 (dd, J = 8.0, 8.0 Hz, 1H), 6.83 
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(d, J = 8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 5.33 (s, 2H), 2.90-2.50 (m, 3H), 2.29 (t, 
J = 7.5 Hz, 2H), 2.00-1.50 (m, 6H) C 

mmma (59) 

5 3- (7- {*JVy-2-4fr* Y**/) - 1, 2, 3, 4-xh7fcKn 




10 TLC:Rf 0.28 (7K I * 9 J —fr '. ^OD*M = l : 10 I 100) ; 

NMR (DMSOd 6 ) : $ 8.39 (d, J = 8.5 Hz, 1H), 8.02 (dd, J - 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J « 8.0, 8.0, 1.0 Hz, 1H), 6.95 (d, J = 8.5 Hz, 1H), 6.91 (d, J = 
2.5 Hz, 1H), 6.79 (d, J = 8.5, 2.5 Hz, 1H), 5.32 (s, 2H), 2.80-2.50 (m, 3H), 2.26 (t, J 
15 = 8.0 Hz, 2H), 2.00-1.50 (m, 6H) D 

m m (6 0) 

2- (3- (*;'J>-7->fWl>^) 7x-^^;i/ft) W&L 



20 




HjC:Rf o.30(^no*;vA : ^^y-;i/=9: i); 
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NMR (DMSO-d^) : d 8.90 (m, 1H), 8.40 (d, J = 6 Hz, 1H), 8.10-8.00 (m, 2H), 

7.70 (d, J - 6 Hz, 1H), 7.55 (dd, J = 7, 3.5 Hz, 1H), 7.25 (dd, J = 7.5, 7.5 Hz, 1H), 
7.05-6.85 (m, 3H), 5.35 (s, 2H), 3.80 (s, 2H), 3.10 (s, 2H) C 

N- (2-V7;xf^) -6- (3- (*/'J y-2— < )V * Y*i/) 7i 




&&fefll 3 •?&fcLtzit£® (3.25 g) , 3-7^7*Dtft-f'J;P (0.84 
mD^l-t Kn*$"<>»/h Vry-;P(l89mg) *mt*?V> (90 
ml) fci£#U *#T* l-x^;i/-3- ( 3 -SM ^A-7 3 J ?u 
*A-#<;M 3 K-£Bfc£ (2.67 g) *UPx.^ gfi"ClONf«a#L^o RJ6 

*'>V*r^*7A^nvh^^7'f- (^nn^A : pi^y-;l/=30: 1) 
TMRU TB*ttf[**1-*Mfl:^||f (3.63 g) *mz* 
ILC:Rf 0.41 (^OD*H : * *^-;V=20: 1) ; 

NMR (CDCI3) : £ 8.19 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 
J=8.4Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.55 (1H, dt, J=8.4, 1.4Hz), 
7. 19 (1H, t, J=7.8Hz), 6.88-6.74 (3H, m), 6.04-5.84 (1H, br), 5.38 (2H, s), 3.54-3.42 
(2H, m), 2.66-2.50 (4H, m), 2.16 (2H, t, J=7.6Hz), 1.74-1.53 (4H, m), 1.41-1.20 (2H, 
m)<> 
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2- (3- (5- (1- (2-y7;xfji/) -f h y 5 -A fr) 




(1.00 g) WfV> (25ml) «^L> 
tMTF\ 5&ftV> (537 mg) £iJP;u 7^>#*#B^T\ ^-C2B#P£ 
10 tl#L£„ R^^S^-sr^M, h'J^ f-^v 'J 7V7 ^ K (0.64 m 1 ) 

7^f- (;od*h ?/-;p=20 : l) "CflNRU TIBttttfcfc^ftaS 
15 H*fc£* (1.05 g) iWzo 

TLC:Rf 0.37(^0 O *)V& : *?;-)V=20: 1); 

NMR (CDC1 3 ) : $ 8.20 (1H, d, J=8.4Hz), 8.08 (1H, d, J=9.2Hz), 7.83 (1H, dd, 

J=8.0, 1.2Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.54 (1H, m), 7.19 (1H, dd, 
J=8.8, 7.2Hz), 6.87 (1H, br), 6.79 (2H, m), 5.38 (2H, s), 4.48 (2H, t, J=6.8Hz), 3.06 
20 (2H, t, J=6.8Hz), 2.85 (2H, t, J=7.8Hz), 2.60 (2H, t, J=7.4Hz), 1.86 (2H, qui, 
J=7.4Hz), 1.76-1.54 (2H, m), 1.52-1.31 (2H, m) 0 

mm. 

2- (3- (5- ( 1 H — t Y y V— ^ — 5 — i fr) tyf-fr) 7x;+v^ 
25 *JV> 
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1 2 L tzit^k% (1.05 g) (25ml) fc»#U 

5 1 ll&miti- h 'J •> ATMgjfc (10 m 1 ) SriJOx., giST 3 B#H&# L fc 0 Sfc 
JI^»«i:iN*» (10 ml) tin**:*, * Lfc. *Jf 

T&to®m*G?Z>*%Wit&to (699 mg) *f»fc, 
TLC:Rf 0.21 (^no*;i/A : p( ^y-;i/=20 : 1) ; 
10 NMR (CDa 3 ) : 8 8.26 (1H, d, J=8.6Hz), 8.09 (1H, d, J=8.2Hz), 7.87 (1H, d, 

J=8.0Hz), 7.80-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.58 (1H, t, J=8.0Hz), 7.15 (1H, 
t, J=8.0Hz), 6.80 (1H, dd, J=2.2, 8.0Hz), 6.71 (1H, d. J=8.0Hz), 6.64 (1H, br), 5.39 
(2H, s), 2.98 (2H, t, J=7.4Hz), 2.48 (2H, t, J=7.0Hz), 1.79 (2H, qui, J=7.4Hz), 1.53 
(2H, qui, J=7.0Hz), 1.38-1.17 (2H, m) 0 

15 

mmms 

2- (4-^>f^y>t<^t^y) • ^AiT.xA 



frXit+h (1.3 g) O^f^^ATU* (35ml) J&8j?£K n 

2 -fc Ko^v$ J t#g?->f-;Wi^-r;V(5.3 g) (^yVWJ^7 5 K (30 




20 
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mi) mm owzxmitzfc, ma-c 10 imimifco %j£m&®mz4- 

^>f;k»t5^DV K (8.3 g, #1BS 60-142936 ^rW%&W, ##05 2 IB 
<OV * f;^^A7< K (35ml) ^^SPx., 60^^ 3 

n^*7A^n7)>777^- (^*-^> : Sfc8P^;u=9 : l) filL, 

ISHft^ft (8.4 g, ®mW 60-142936 tilt, HJfe^fl 1 fEfcffc^) £#£ 0 

LP rlftS (4) 
10 Htt«5twi5v>T, 2-fc Kn*'>$j|fit • ^fjuxf^fti?^, 

H«t©»ft*ff«tv\ £Jfc0i5 (1) ~5 (3) ©ft£*£S£Lfc 0 itz. 

15 M^xm&m 5 tm&o&m nms (4) oft^n*«iL^. 

**W5 (1) 

3- (4-'<>?-)i'i/>i-$.)\<** ; y) &MtSL • ^f^fii' 



TLC:Rf 0.61 (^^r-9-> I f^^f"^ = 9 I 1) ; 

NMR (CDCI3) : 5 7.70-7.60 (2H, m), 7.40-7.25 (3H, m), 7.20-7. 10 (3H, m), 6.73 
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(1H, d, J=16.0Hz), 6.36 (1H, dt, J=16.0, 6.0Hz), 4.73 (2H, d, J=6.0Hz), 3.92 (3H, s), 
2.59 (2H, t, J=7.5Hz), 1.70-1.50 (2H, m), 1.50-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) 0 

5 4- (4 -'Of-** • ^f;vx^f^ 



TLC:Rf 0.30(^^r-9-> : ft^Ji^;w=9: 1) ; 
10 NMR (CDC1 3 ) : 8 8.00 (2H, d, J=9.0Hz), 7.32 (2H, d, J=8.0Hz), 7.14 (2H, d, 

J=8.0Hz), 6.88 (2H, d, J=9.0Hz), 6.72 (1H, d, J=16.0Hz), 6.34 (1H, dt, J=16.0, 
6.0Hz), 4.74 (2H, d, J=6.0Hz), 3.88 (3H, s), 2.59 (2H, t, J=7.5Hz), 1.70-1.50 (2H, 
m), 1.45-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) Q 

15 &1tilimS (3) 

2- {A-^yi-)V^v±^)V^-ir) $if|^f^7^ 



20 TLC : Rf 0.31 (^^r^ > : gfc$J^;P=9 : 1) ; 

NMR(CDC1 3 ) : 8 7.95 (1H, d, J=7.0Hz), 7.50-7.35 (2H, m), 7.26 (2H, d, 




O 
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J=8.5Hz), 7.25-7.10 (1H, m), 7.11 (2H, d, J=8.5Hz), 6.62 (1H, d, J=16.0Hz), 6.24 
(1H, dt, J=16.0, 7.0Hz), 3.92 (3H, s), 3.77 (2H, d, J=7.0Hz), 2.57 (2H, t, J=7.5Hz), 
1.70-1.50 (2H, m), 1.45-1.20 (4H, m), 0.88 (3H, t, J=7.5Hz) c 

5 liQi (4) 




10 TLC:Rf 0.32(^^-9- >: S^^^^=9 I 1) ; 

NMR (CDQ 3 ) : 8 7.81 (1H, dd, J=1.5, 7.5Hz), 7.45 (1H, ddd, J=1.5, 7.5, 7.5Hz), 

7.31 (2H, d, J=8.0Hz), 7.13 (2H, d, J=8.0Hz), 7.05-6.90 (2H, m), 6.77 (1H, d, 
J=16.0Hz), 6.37 (1H, dt, J=16.0, 5.5Hz), 4.78 (2H, d, J=5.5Hz), 3.91 (3H, s), 2.34 
(3H,s) 0 

15 

m m 

2- (4-^>iHw>>^;i/**v) 




20 

%ti&m5-?WkLtzik&ya (8.38 g) W^-^-fhaiiKn77>fi 
&m%L (100 m K 1 : 1) 2 N*$tffc* h W&ymfo (25 m I ) fclH)*., 
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1 mmttzo EUBm&mmz 1 (50 m 1 ) san*., wm^** 

&® (7.39 g> #&|BB 60-142936 *9HB«\ Hiftfll 4 fEfWfc^) 

5 

*lfc«fi (1) -gfifcfillfi (4) 

*tt«5 (i) -~%MW5 (4) tiw&l &Jt«6*:EH*©B 

10 ^^16 (1) 

3- (4-^>f;Py>t5;^^rv) 



H 3 C 




15 TLC:Rf 0.56 (^*^ > \ gfc®X^;i/ = l : l) ; 

NMR ( d 6 -DMSO) : 5 7.60-7.45 (2H, m), 7.46 (1H, dd, J=8.0, 8.0Hz), 7.39 (2H, 

d, J=8.0Hz), 7.30-7.20 (1H, m), 7. 16 (2H, d, J=8.0Hz), 6.74 (1H, d, J=16.0Hz), 6.44 
(1H, dt, J=16.0, 5.5Hz), 4.77 (2H, d, J=5.5Hz), 2.56 (2H, t, J=7.5Hz), 1.65-1.45 (2H, 
m), 1.40-1.10 (4H, m), 0.86 (3H, t, J=7.5Hz) e 

20 

**«6 in 

4- (4-^>f^y>t^^- + y) $|f| 
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o 




TLC : Rf 0.52 {^Ws '. fttif)l/=l I 1) I 

NMR ( d 6-DMSO) : d 7.89 (2H, d, J=9.0Hz), 7.39 (2H, d, J=8.0Hz), 7.16 (2H, d, 

5 J=8.0Hz), 7.06 (2H, d, J=9.0Hz), 6.75 (1H, d, J=16.0Hz), 6.44 (1H, dt, J=16.0, 
6.0Hz), 4.78 (2H, d, J=6.0Hz), 2.55 (2H, t, J=7.5Hz), 1.65-1.45 (2H, m), 1.40-1.10 
(4H, m), 0.86 (3H, t, J=7.5Hz) 0 

mmm6 (3) 

io 2- U—ro+fri/ > + 



TLC : Rf 0.55 : ftKif"^=l I 1) ; 

15 NMR ( d 6 -DMSO) : 8 13.00 (1H, br.), 7.87 (1H, d, J=8.0Hz), 7.55-7.45 (2H, m), 

7.31 (2H, d, J=8.0Hz), 7.25-7.10 (1H, m), 7.12 (2H, d, J=8.0Hz), 6.66 (1H, d, 
J=16.0Hz), 6.28 (1H, dt, J=16.0, 7.0Hz), 3.80 (2H, d, J=7.0Hz), 2.53 (2H, t, 
J=7.5Hz), 1.65-1.45 (2H, m), 1.40-1.10 (4H, m), 0.85 (3H, t, J=7.5Hz) 0 

20 mm 

2- (4->f-^>>t5^**-» £,t#® 
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TLC.Rf 0.52(^4r-9-> I ftKxf^*l I 1) ; 
5 NMR (dg-DMSO) : $ 12.6 (1H, br.), 7.65 (1H, dd, J=1.5, 7.5Hz), 7.49 (1H, ddd, 

J=1.5, 7.5, 7.5Hz), 7.36 (2H, d, J=8.0Hz), 7.18 (1H, dd, J=7.5, 1.5Hz), 7.16 (2H, d, 
J=8.0Hz), 7.00 (1H, ddd, J=1.0, 7.5, 7.5Hz), 6.80 ( 1H, d, J=16.0Hz), 6.42 (1H, dt, 
J=16.0, 5.5Hz), 4.78 (2H, d, J=5.5Hz), 2.29 (3H, s) 0 

io mffl u 

2- (3- (4-^>f-;W7JL-^) yn^y) 




15 nnW6-?WkLtzit&9s (98 mg) t n V * A -&{tT * $ - *? A 
(20 mg) * J (10 m 1 ) *&£ffl^Tx ISf 30 

WLtzo >r h-c^au »»Lfe« *^>u* 

||*#t**»IHt*& (42mg) *f*fc e 
20 TLC: Rf 0.58 (tK I > * : * D D*;l/A = l I 10 : 100) ; 

NMR (dg-DMSO) : £ 8.20 (1H, dd, J=2.0, 8.0Hz), 7.53 (1H, ddd, J=2.0, 8.0, 
8.0Hz), 7.13 (1H, ddd, J=1.0, 8.0, 8.0Hz), 7.11 (4H, s), 6.99 (1H, dd, J=1.0, 8.0Hz), 
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4.24 (2H, t, J=6.5Hz),2.80 (2H, t, J=7.5Hz), 2.57 (2H, t, J=7.5Hz), 2.35-2.15 (2H, 
m), 1.70-1.50 (2H, m), 1.45-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) 0 

liii 




lii?!6fliLfcfl;^l (5.0 g) (30ml) mm^s in* 

10 itffc^hV 7 (15 ml) imi, ztHtfCo ^S^^^-r^-C^ 

EfltU *SMHfc£* (3.32 g, #B8BB 60-142936 UttflUEfc 

15 3- (1- ( (5E) -6- (4-^b^rv7x-;W) - 




O 



20 60%7K^ktbV^A (0.96 g) fcy;* ^;l/*;i/2»7 3 K (50 ml) fciJQx. 

- 2 -4/t/) yo/OBE • if;Px^r^ (5.04 3-261752 -J^fJflW 

!B«0#£fcf£o-C«&L'fc. ) ©y^W;^7 5 K (45 ml) »&«r«j 
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TU Sfir30#M«#Lfc. Sfca-ki&ttfc (5E) -6- (4-* 
7x-;P) -5-^-lr-;V7n^ K (6.46 g) ^^WMT5 K (50 

m i ) m&*tn*.. sa-c 3 mmwttzo Eu&m*mm*wmKija*.. & 

»Hffc** (6.90 g) *fcfc 0 

TLC:Rf 0.41 : ft|?if;V=4 : i) ; 

NMR (CDC1 3 ) : 5 7.28 (2H, d, J=8.8Hz), 6.83 (2H, d, J=8.8Hz), 6.69-6.75 (3H, 

10 m), 6.35 (1H, d, J=17.0Hz), 6.08 (1H, m), 4.16 (2H, q, J=7.2Hz), 3.93 (2H, t, 
J=6.2Hz), 3.85 (2H, t, J=6.7Hz), 3.80 (3H, s), 2.85-2.95 (2H, m), 2.56-2.63 (2H, m), 
2.21-2.32 (2H, m), 1.58-1.90 (6H, m), 1.22 (3H, t, J=6.7Hz), 1.01 (3H, t, J=7.2Hz) G 

m&m (JJ ~-*mma m 

15 %MW9lZi5\,*X, 3- (1 -fc Kd^v- 4 -7'n^^>>^>-tf>-2 - 
>f;w) 7nyN*>$^ x^x*r^££li^<0^g#K, (5E) -6- (4 

t mm- ixmmtz - 1 k x o , tc^wwhi:*****. 

20 *tt«9 (JJ 

3 - (1- ( (5E) -6 - (4-> ^v7x^V) - 5 -^*-fc-;W** 
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TLC : Rf 0.45 (^**J- > l ft»xf)U=3 ' 1) ; 

NMR (CDC1 3 ) : $ 7.28 (2H, d, J=7.4Hz), 7. 15 (2H, d, J=7.4Hz), 6.80-6.89 (4H, 
m), 6.36 (1H, d, J=16.2Hz), 6.09 (1H, dd, J=16.2, 7.0Hz), 4.11 (2H, q, J=7.2Hz), 
3.99 (2H, V J=6.2Hz), 3.80 (3H, s), 2.94 (2H, t, J=9.4Hz), 2.60 (2H, t, J=8.0Hz), 
5 2.27 (2H, q, J=7.0Hz), 1.80-1.95 (2H, m), 1.62-1.73 (2H, m), 1.22 (3H, t, J=7.2Hz) 0 

3 - (1- ( (5EZ) -6-7x-il/- - 4 -7*D 




o 



TLC:Rf 0.57(^*^> *|xfJl' !S 4: 1) I 

NMR (CDCI3) : 5 7. 19-7.38 (5H, m), 6.65-6.77 (3H, m), 6.38- 6.47 (1H, m), 6.23 

15 (0.5H, dt, J=15.9, 6.5Hz, E-isomer), 5.68 (0.5H, dt, J-11.5, 7.3Hz, Zrisomer), 4.11 
(2H, q, J=7.0Hz), 3.81-3.97 (4H, m), 2.85-2.95 (2H, m), 2.52-2.64 (2H, m), 2.24- 
2.46 (2H, m), 1.59-1.90 (6H, m), 1.18-1.26 (3H, m), 1.02 (3H, t, J=7.0Hz) o 

mwiMi 0 

20 3 - (1 - ( ( 5 E) -6 - (4-^ ^y7x-^) - 5 -^^-fe-^^ * 
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o 



Httfl9-C«aiLfcfl:*» (5.49 g) frx*;-* (38 ml) Sitfrh? 
tKD77> (62ml) K»j*U lNfcKffc^MtfAjJejtifc (37.4ml) 

(4.59 g, 3-261752 ^«B#, ^J&fll 2 1 fBftffc^) 

10 

*Mrt«i o (n ^jyfefiu o ill 
mfiMv d) ~9 (2) •cMLfcfc'Mb*!»m otrafco 

15 gffifli iQ (n 

3 - (1- ( (5E) -6 - (4-> ^v7x-^) 
v) ^>-t£>- 2 ->f^) rn/r/^E 




O 

20 

TLC : Rf 0.56 (^*-^ I Bf=$.x^;i/ = i : 1) ; 

NMR (CDa 3 ) : £ 7.28 (2H, d, J=7.4Hz), 7. 16 (2H, d, J=7.4Hz), 6.81-6.90 (4H, 
m), 6.36 (1H, d, J=16.0Hz), 6.08 (1H, dt, J=16.0, 6.8Hz), 3.99 (2H, t, J=6.0Hz), 
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3.80 (3H, s), 2.92-3.00 (2H, m), 2.64-2 .71 (2H, m), 2.27 (2H, dd, J=7.0, 7.0Hz), 
1.80-1.93 (2H, m), 1.58-1.72 (2H, m) 0 

mm 10 (2) 

5 3- (1- ( (5EZ) - 6-7x-)l/-5-A^r-b-i^^y) -4--?u 




io TLc-.Rf 0.53 (^*-9-> : ftKif^=i : i) ; 

NMR (CDC1 3 ) : d 7.18-7.37 (5H, m), 6.66-6.75 (3H, m), 6.37-6.47 (1H, m), 

26.22 (0.5H, ddd, J=14.4, 7.2, 7.2Hz), E:5.68 (0.5H, ddd, J=15.8, 6.4, 6.4Hz), 3.94 
(2H, t, J=6.2Hz), 3.85 (2H, t, J=6.6Hz) , 2.89-2.96 (2H, m), 2.62-2.70 (2H, m), 
2.23-2.42 (2H, m), 1.58-1.91 (6H, m), 1.02 (3H, t, J=7.2Hz) Q 

15 

m m 1 

3- (1- (6- (4-^h + v7x^) -4-^n#* 




20 0 

mam. *mit%® * „ 
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TLC:Rf 0.62(^*V> I t£$J^;V = l .; i) ; 

NMR (CDCI3) : S 7. 10 (2H, d, J = 7 Hz), 6.80 (2H, d, J = 7 Hz), 6. 85-6.70 (3H, 

m), 3.95-3.80 (4H, m), 3.80 (3H, s), 2.90 (2H, br), 2.85 (2H, br), 2.55 (2H, t, J = 7.5 
Hz), 1.85-1.20 (10H, m), 1.00 (3H , t, J = 7.5 Hz) 0 

mmi 2 

1- ( (5E) -6- (4-^ Ki/7x-l/) - 5 -^*-t^;U**v) - 

2- (2- (1 H-x h77-^-5-^f )V) -4-7n**i|rv'<> 
M> 




%mw 1 0 tm&Ltzit&m zmm 1 1 ^mm 1 2 -mmm 4tmmv> 

15 HjC:Rf o.26(^b^-f w> : > ^^-^=20: l) ; 

NMR (CDCI3) : $ 7.25 (2H, d, J=8.8Hz), 6.81 (2H, d, J=8.8Hz), 6.65-6.74 (3H, 

m), 6.32 (1H, d, J=16.0Hz), 6.04 (1H, dt, J=16.0, 7.0Hz), 3.96 (2H, t, J=6.4Hz), 
3.79 (2H, t, J=6.4Hz), 3.78 (3H, s), 3. 33 (2H, t, J=6.8Hz), 3.09 (2H, t, J=6.8Hz), 
2.23 (2H, dt, J=7.0, 7.0Hz), 1.52-1.90 (6H, m), 0.98 (3H, t, J=7.3Hz) c 

20 

mmm 2 qj 

4 - ( (IE) -3 - (2 - (f h?V-A>- $-4)V) 7x/dpy) - 1 - 
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N=N 

5 TLC:Rf 0.51 tJ-H' I ^DD*W = 1 : 10) ; 

NMR (CDa 3 ) : 8 8.47 (1H, dd, J=2.0, 8.0Hz), 7.54 (1H, ddd, J=2.0, 8.0, 8.0Hz), 

7.36 (2H, d, J=8.0Hz), 7.25-7.10 (4H, m), 6.81 (1H, d, J=16.0Hz), 6.44 (1H, dt, 
J=16.0, 6.5Hz), 4.94 (2H, d, J=6.5Hz), 2.61 (2H, t, J=7.5Hz), 1.75-1.50 (2H, m), 
1.45-1.20 (4H, m), 0.89 (3H, t, J=6.5Hz) 0 

10 

3 - (1- ( (5E) -6 - (4-* ^v7x-^) 

v) -4-yD^>v^>-tf>-2--f^) 7*DA t >i • ± h ij y&m 




mmmi O-CMTkLtzit^ (5.59 g) <£l,4-v**-9-> (lOOml) « 

niN^kt (n.imi) £*rru m%L-?5frrmmtzo 

20 TLC : Rf 0.55 > WfM^^ = 1 1) 

NMR (CDCI3) : $ 7.18 (2H, d, J=8.5Hz), 6.76 (2H, d, J=8.5Hz), 6.51-6.70 (3H, 



165 



WO 99/11255 



PCT/JP98/03760 



m), 6.22 (1H, d, J«16.0Hz), 5.85-6.02 (1H, m), 3.74 (3H, s), 3.68-3.85 (4H, m), 
2.74-2.86 (2H, m), 2.35-2.47 (2H, m), 2.04-2.16 (2H, ra), 1.59-1.80 (4H, m), 1.38- 
1.45 (2H, m), 0.90 (3H, t, J=7.4Hz) 0 

5 mSLLA 

(5 E) -5- (7- {*J V y-1-4 fr* h4rv) - 1, 2, 3, 4-r 
h7t Kn- l -i-y?-VT>) 



4-*W'>7 , f^h'J7x-A'^*-^A7'n5 K (5.65 g) £x h 
7tKo77> (25ml) KSfcUfcifrT, t -yh^y^'J^A (2.86 g) 

£inx.T, Sfi^-ejH&u ii$Hi3o#«#Lfco Kf&ftMiftK: 7 - (*y 

y >-2-^;i/p« h*v) - 1 -**7- 1, 2, 3, 4-7h7tKnf7 
15 (3.22 g) Oxh7tKD77> (10ml) »fc*iH;lT, gfi-C3B# 

tM*&v $r * ~> -7 A *»Lfc« MfcfclHfc^f-J'-CftfrU TIB 
*ttH**1-4*»IWfc*» (2.37 g) 

20 TLC : Rf 0.51 I ftRif-^ = l : 3) ; 

NMR (dg-DMSO) : $ 8.41 (1H, d, J=8.6Hz), 7.97-8.05 (2H, m), 7.79 (1H, ddd, 

J=8.2, 6.8, MHz), 7.69 (1H, d, J=8.6Hz), 7.58-7.67 (1H, m), 7.28 (1H, d, J=2.5Hz), 
7.00 (1H, d, J=8.4Hz), 6.83 (1H, dd, J=8.4, 2.5Hz), 5.99 (1H, t, J=7.0Hz), 5.37 (2H, 
s), 2.62 (2H, t, J=6.2Hz), 2.38 (2H, t, J=5.8Hz), 2.11-2.28 (4H, m), 1.57-1.75 (4H, 




25 m)o 
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mm * LH^MMD 4 (4) 

7- (^r/'J y-Z-Jfr* - 1 -**V- 1, 2, 3, 4-rh 

14(1) 

(5E) -5- (5- (*;V>-2-0> -1, 2, 3, 4-r 

10 h7liKn-l-t7f'Jf» 




TLC : Rf 0.60 (tK : *9 J-fr\ ^nn*M = l : 10 : 100) ; 
15 NMR (CDC1 3 ) : £ 8.20 (1H, d, J=8.5Hz), 8.11 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m),7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, d, J=8.0Hz), 
7.07 (1H, dd, J=8.0, 8.0Hz), 6.77 (1H, d, J=8.0Hz), 5 .99 (1H, t, J=7.5Hz), 5.39 (2H, 
s), 2.90 (2H, t, J=6.5Hz), 2.47 (2H, m), 2.42 (2H, t, J=7.5Hz), 2.29 (2H, m), 1.95- 
1.75 (4H, m) 0 

20 

jgiifcffPl 4 (2) 

(5E) -5- (4- (*>"J h*v) 1 -A ><? V r>) ^ 
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TLC : Rf 0.56 (7lC ! 2 9 J —)V \ ^DO*^A = l : 10 : 100) ; 

NMR (dg-DMSO) : d 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.5Hz), 7.99 (1H, d, 

5 J=8.5Hz), 7.79 (1H, dd, J=8.5, 8.5Hz), 7.67 (1H, d, J=8.5Hz), 7.61 (1H, dd, J=8.5, 
8.5Hz), 7.20-7.05 (2H, m), 6.83 (1H, m), 5.93 (1H, m), 5.40 (2H, s), 2.98 (2H, m), 
2.70 (2H, m), 2.27 (2H, t, J=7.5Hz), 2.17 (2H, m), 1.67 (2H, m) 0 

10 (4E) -4- (5- (+;V >-2->f h*v) -1, 2, 3, 4-x 

h7tKD-i-t7fjr/) 7*>& 




15 TLC:Rf 0.65 * 9 J —)V '. i? OD*;l/A=l '. 10 I 100) ; 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.20 (1H, d, J=8.0Hz), 
7.05 (1H, dd, J=8.0, 8.0Hz), 6.76 (1H, d, J=8.0Hz), 5 .99 (1H, m), 5.39 (2H, s), 
2.89 (2H, t, J=6.5Hz), 2.65-2.45 (6H, m), 1.88 (2H, m) 0 

20 

4 (A) 

(6E) -6- (5- (*/ V >-2-4)V* h*v) -l, 2, 3, 4-r 
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F9UKn-l-t7f'Jf>) 




5 TLC :Rf 0.62 (tK '. 2 9 S ' 9 D n = 1 ; 10 100) I 

NMR (CDC1 3 ) : £ 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, d, J=8.0Hz), 
7.06 (1H, dd, J=8.0, 8.0Hz), 6.76 (1H, d, J=8.0Hz), 6 .00 (1H, t, J=7.0Hz), 5.39 (2H, 
s), 2.90 (2H, t, J=6.5Hz), 2.48 (2H, m), 2.40 (2H, t, J=7.5Hz), 2.24 (2H, dt, J=7.0, 
10 7.0Hz), 1.87 (2H, m), 1.73 (2H, m), 1.53 (2H, m)„ 

mm 5 

(2E) -2- (6- (^r>"J >-2-/t)\<* h*v) -1, 2, 3, 4-x 




o 



h V * A (1.15 g, 62.5%) *7h7tKD77> (50 ml) KM 
ML, *7*yft8h'Jxf^ (6.73 g) ©rh7tK077> (10 m 1 ) 
20 tiLZSQWrnis 30 ^WffilLfc. &£fi£*«fc: 6 - V >- 2 ->r 
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Pth*^) -1-**V-1, 2, 3, 4-r h7H Yul-7 9Vy (3.03 

g) tsa-cjii*.* 8o"C"c i aa^t^o a6«^»*t**K:up£, bi** 

y'J*W7A^D7F^77^- :ft»i^=20: 1) "Cfllfi 

5 U Tfc»ttlt*;*1-**S&Wfc^ (530 mg) 
TLC:Rf 0.53 (ftRif-* I ^^> = 1 : 3) ; 

NMR (CDC1 3 ) : d 8.30 (d, J = 8.5 Hz, 1H), 8.09 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 

8.5 Hz, 1H), 7.75 (m, 1H), 7.65 (d, J = 8.5 Hz, 1H), 7.62 (d, J = 8.5 Hz, 1H), 7.52 
(m, 1H), 6.88 (dd, J = 8.5, 2.5 Hz, 1H), 6.79 (d, J = 2.5 Hz, 1H), 6.23 (t, J = 2.0 Hz, 
10 1H), 5.40 (s, 2H), 4. 19 (q, J = 7.0 Hz, 2H), 3. 17 (dt, J = 2.0, 6.5 Hz, 2H), 2.75 (t, J = 
6.0 Hz, 2H), 1.82 (m, 2H), 1.30 (t, J = 7.0 Hz, 3H) e 

mmm\ 5 LP -gfifcsii 5 (2) 

15 '&tz 0 

15 (1) 

(2E) -2- (7- (*yU >-2-4fc* h*v) -1, 2, 3, 4-t 




TLC:Rf 0.46(^^r-9-> I ft»J-f L A/=3 I 1) ; 

NMR (CDd 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.11 (1H, d, J=8.5Hz), 7.83 (1H, d, 
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J=8.5Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.38 (1H, d, J=2.5Hz), 
7.06 (1H, d, J=8.5Hz), 6.97 (1H, dd, J=8.5, 2.5Hz), 6.30 (1H, t, J=1.5Hz), 5.40 (2H, 
s), 4.21 (2H, q, J=7.0Hz), 3.15 (2H, dt, J=1.5, 6.5Hz), 2.72 (2H, t, J=6.5Hz), 1.82 
(2H, m), 1.33 (3H, t, J=7.0Hz) o 

5 

mSLLS (3) 

(2E) -2- (5- y-2-A)\s* -1, 2, 3, 4-t 



10 




TLC : Rf 0.63 (g^^f-^ : ^^"t> = l : 2) ; 

NMR (CDC1 3 ) : 8 8.21 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.84 (d, J = 

8.0Hz, 1H), 7.75 (m, 1H), 7.69 (d, J = 8.5 Hz, 1H), 7.56 (m, 1H), 7.29 (d, J = 8.0 
15 Hz, 1H), 7. 13 (dd, J ~ 8.0, 8.0 Hz, 1H), 6.93 (d, J = 8.0 Hz, 1H), 6.34 (s, 1H), 5.40 
(s, 2H), 4.21 (q, J = 7.0 Hz, 2H), 3.19 (m, 2H), 2.94 (t, J = 6.0 Hz, 2H), 1.92 (m, 
2H), 1.32 (t, J = 7.0 Hz, 3H) 0 

mm 3 

20 (2 E) -2- (7- 'J y-1-4 )V* h*v) -1, 2, 3, 4-T 



171 



WO 99/11255 



PCT/JP98/03760 




7K^ffcV^?A7^-^ (19 mg) 5rf h7tKn77> (l m 1 ) K 

jpa, Tfr?>x*%.n%.T-nw. %mm \ 5(1) -?m&Ltzit&® (37 

5 mg) Or h7Vi KD77> (lm 1) t&Qx, or? 1 m^fflftLtZo KfcM 

fc&JBtU TEtl&iI*#t**£Mtt^> (32 mg) 
TLC:Rf 0.23 : gfc$i^;i/ = l : l) ; 

10 NMR (CDa 3 ) : $ 8.17 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.80 (1H, d, 

J=8.5Hz), 7.73 (1H, m), 7.67 (1H, d, J=8.5Hz), 7.53 (1H, m), 7.29 (1H, d, J=2.5Hz), 
6.98 (1H, d, J=8.5Hz), 6.84 (1H, dd, J=8.5, 2.5Hz), 6. 14 (1H, t, J=6.5Hz), 5.37 (2H, 
s), 4.36 (2H, d, J=6.5Hz), 2.68 (2H, t, J=6.5Hz). 2.46 (2H, t, J=5.5Hz), 1.77 (2H, m) 0 

15 ttWl 4 

(2E) -2- (7- V >-2-4 fr* h*v) -1, 2, 3, 4-r 




N-^Dn77v>^ ^ K (15 mg) *&it*TV> (l m 1 ) KSDx.x T 
;v=f>#*£H^T0T:T, 5Mf-/u**7<r K (9 // 1 ) *Jn*.fcSL ##09 
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1 Z-Zm&Llttt&m (29 mg) (D&VCtTVy (lml) 2d°C^x., 
0CTlB#W«t*Lrt: o RBU£®m^fm&%&Zl3az-s x— r^-CtttoL 

flMfc-fr* (25 mg) fcfcfc. 
5 TLC : Rf 0.63 (^*^ > I ft||if^=2 I 1) I 

NMR (CDC1 3 ) : d 8.19 (1H, d. J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.82 (1H, d, 
J=8.5Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.54 (1H, m), 7.29 (1H, d, J=2.5Hz), 
7.01 (1H, d, J=8.0Hz), 6.88 (1H, dd, J=8.0, 2.5Hz), 6. 16 (1H, t, J=6.5Hz), 5.39 (2H, 
s), 4.27 (2H, d, J=6.5Hz), 2.71 (2H, t, J=6.0Hz), 2.56 (2H, t, J=6.0Hz), 1.83 (2H, m) 0 

10 

jflftflll 6 

2-((2E)-2-(7- {*JV>-2-4** h*v) -1, 2, 3, 




##$11 4tlilL/:M (25mg) , n-A'gM (9^1), 

mil3W& (15 mg) SlTfB Vit* V ?A (2mg) <D7*Y-\>V * 
(lml) bfc. RJ&fi-&»«[«r*7KKUD£, 

^t>:^xf)i/=5:i) -cffiiau TE*mil*£t**S&9Mfr&» (14 

mg) £#£o 

TLC : Rf 0.53 i^tt > ^f^=2 ! 1) ; 
25 NMR (CDC1 3 ) : S 8.20 (1H, d, J =8.6 Hz), 8.09 (1H, d, J = 8.6 Hz), 7.83 (1H, d, 
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J = 8.2 Hz), 7.73 (1H, ddd, J = 8.6, 6.9, 1.6 Hz), 7.70 (1H, d, J = 8.6 Hz), 7.54 (1H, 
m), 7.29 (1H, d, J = 2.5 Hz), 7.01 (1H, d, J = 8.4 Hz), 6.86 (1H, dd, J = 8.4, 2.5 Hz), 
6.00 (1H, t, J = 8.0 Hz), 5.39 (2H, s), 3.71 (3H, s), 3.47 (2H, d, J = 8.0 Hz), 3.18 
(2H, s), 2.72 (2H, t, J = 6.1 Hz), 2.51 (2H, t, J = 6.1 Hz), 1.81 (2H, tt, J = 6.1, 6.1 
5 Hz)o 

mm 7 

2- ( (2E) -2- (5- (^'J>-2->fW -1, 2, 3, 

4-f h7t Kn- 1 —f7f)r>) xf^ft) ^f^iXf^ 



o 

mmmi 5 (2) -?$L&Ltz{t&®>z&%M 1 3-##m 6 

15 tzo 

TLC : Rf 0.17 (gfc&J^;U : = \ : 5) ; 

NMR (CDCI3) : £ 8.19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.24 (d, J = 8.0 Hz, 1H), 7.09 (dd, J = 8.0, 
20 8.0Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 6.04 (t, J = 8.0 Hz, 1H), 5.39 (s, 2H), 3.72 (s, 
3H), 3.51 (d, J = 8.0 Hz, 2H), 3.21 (s, 2H), 2.92 (t, J = 6.5 Hz, 2H), 2.54 (t, J = 6.0 
Hz, 2H), 1.90 (m, 2H) 0 

mm 1 s 

25 (3 E) - 3- (5 - (^y'J V-2->OM h*v) -1, 2, 3, 4-T 
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5 5- >M 2, 3, 4-rh 

7H yui-yyvy (i.52g) ^^3-*^^^^^^ h 
^--)A^n5 K (1.76 g) ZrYyK Ko77> (15m 1 ) ^5 «t tfv^ f-n>* 
WvK (15ml) KJgMSU Tjc^fct M-7A (0.4 60%) fcOTC-CiDx^ 

10 mfr&fcmz., x-r^-e*^> *ji*£®-c+*du (fifc®^ 

n*;i^ = i : 100) •effiSSt^e v*^;w-fc;vA7^ K (5m 1 ) W 

»U 3>7^^^ (0.31ml) , ^*U-7A (276m g) ZDQz., 2Wfflm& 

15 L£ 0 KBU&mU*fc*^lMz-> (Bfc®x^;v : ^^>9-> = i : i) 

a itfciLfco »^y'J*^*7A^n-7^77^- (^* 

: &$x^=9: 1) -CfflMU TIBtlM^^t^^^b^ (51 
mg) Z'&tzo 
20 TLC : Rf 0.29 (|fc$x^;l/ : > = 1 : 3) ; 

NMR (CDC1 3 ) : 5 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.83 (dd, J = 

8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 1H), 7.54 
(dd, J = 8.0, 8.0 Hz, 1H), 7.27 (d, J = 8.0 Hz, 1H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 
6.80 (d, J = 8.0Hz, 1H), 6. 18 (t, J = 7.0 Hz, 1H), 5.38 (s, 2H), 3.72 (s, 3H), 3.27 (d, 
25 J = 7.0 Hz, 2H), 2.93 (t, J = 6.5 Hz, 2H), 2.48 (t, J = 6.0 Hz, 2H), 1.89 (m, 2H)„ 
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mm S (1) 

(3 E) -4- (3- >-2-4 )\<* 7jl-P) 7?-3 - 



io TLCtRf 0.42 (tK: *9J—*\ ^dd*w=i : io : ioo); 

NMR (CDa 3 ) : «J 8. 19 (d, J = 8.5 Hz, 1H), 8.09 (dd. J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.55 (ddd, J= 8.0, 8.0, 1.0 Hz, 1H), 7.22 (dd, J = 8.0, 8.0 Hz, 1H), 7.07 (dd, J 
= 2.0, 3.0 Hz, 1H), 6.99 (dd, J = 8.0, 2.0 Hz, 1H), 6.90 (dd, J = 8.0, 3.0 Hz, 1H), 
15 6.45 (d, J = 16.0 Hz, 1H), 6.28 (dt, J = 16.0, 6.0 Hz, 1H), 5.39 (s, 2H), 3.71 (s, 3H), 
3.24 (d, J = 6.0 Hz, 2H) e 

2- (1 -fc Kn*i/- 1, 2, 3, 4-f F7tKot7^1/>-7->fJl/ 

20 v y 
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7 - V >-2-4 fr* Y**s) - 1 - **V- 1 , 2 , 3, 4 -r h 
7tKat7^> (309 mg) (5ml) tcfcMPFU MS"?** 

ft^^^hv^A (38m g ) imz., 30^raJS^L^ o KJSa*»*IC*4: 

mg) 

TLC : Rf 0.36(fti?x^^ I ^^r^> = l I 1) ; 

NMR (CDC1 3 ) : $ 8. 18 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

10 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7. 14 (d, J = 3.0 Hz, 1H), 7.02 (d, J = 8.0 
Hz, 1H), 6.88 (d, J =8.0, 3.0 Hz, 1H), 5.37 (s, 2H), 4.73 (t, J = 6.5 Hz, 1H), 2.90- 
2.50 (m, 2H), 2.10-1.60 (m, 4H)„ 

15 ##flll 6 

2- (1-^nn-i, 2, 3, 4-rh7fc Kn*7* 7 




20 

##«15"l?iiSLfcft^ft (300 mg) *mt**\<y (5ml) fc»#U 
^b^t-;U (0.22ml) fc^fiTfltl*.* 30frmmWLtZo 

«u Ttim&M**t&mm{t** (355 m g ) mtz 0 

TLC : Rf 0.65 : ^**> = 1 2) ; 

25 NMR (CDCI3) : 8 8.99 (d, J = 8.0 Hz, 1H), 8.83 (dd, J = 8.0, 1.0 Hz, 1H), 8.15 (d, 
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J = 8.0 Hz, 1H), 8.11 (dd, J = 8.0, 1.5 Hz, 1H), 8.08 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 
7.89 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.08 (d, J = 2.5 Hz, 1H), 7.05 (d, J = 8.0 Hz, 
1H), 6.97 (d, J = 8.0, 2.5 Hz, 1H), 5.95 (s, 2H), 5.27 (t, J = 3.5 Hz, 1H), 2.95-2.60 
(m, 2H), 2.35-2.00 (m, 3H), 1.84 (m, 1H)„ 

5 

2- (7- (4ry *)y-2-4fr* -1, 2, 3, 4-f h7t Kn 



10 




TLC : Rf 0.22 (gfcgp^^ : > = 1 : 2) ; 

15 NMR (CDC1 3 ) : $ 8.18 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.09(d, J = 3.0 Hz, 1H), 6.98 (d, J = 8.5 
Hz, 1H), 6. 84 (d, J = 8.5, 3.0 Hz, 1H), 5.36 (s, 2H), 4.23 (t, J = 4.0 Hz, 1H), 3.73 (s, 
3H), 3.28 (d, J = 15.0 Hz, 1H), 3.16 (d, J = 15.0 Hz, 1H), 2.90-2.50 (m, 2H), 2.20- 
20 2.00 (m, 3H), 1.78 (m, 1H) 0 

%mmi 5 (2) > mmmie, n&wi 7, ^mmi s-m 

mmis (1) sxvnmwi 9-?m&Ltzit&m. ii^3trat<Difl<) 

25 (D&m^tt-fZ. tKX*), &T<D*%Wtt&®Z&tz 0 
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(2E) -2- (6- (+>"J>-2->fW h*v) -1, 2, 3, 4-r 
F7tKD-l-t7f'Jf>) 



iLC-.Rf o.65 (tK : * * ^ i * dd*h=i : io : loo) ; 

NMR (DMSOds) : 5 8.42 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.0Hz), 8.00 (1H, d, 

10 J=8.0Hz), 7.79 (1H, m), 7.70 (1H, d, J=8.0Hz), 7.66 (1H, d, J=8.5Hz), 7.62 (1H, m), 
7.00-6.85 (2H, m), 6.20 (1H, s), 5.40 (2H, s), 3.06 (2H, t, J=6.0Hz), 2.74 (2H, t, 
J=6.0Hz), 1.72 (2H, m) 0 

**«2 0 (1) 

15 (2E) - 2- (7- (*>"J >-2-4)\<* Y**s) -I, 2, 3, 4-r 
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TLC : Rf 0.56 (tK : * 9 J \ ^dd*m = i : 101 100); 

NMR (DMSOdg) : 8 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.0Hz), 7.99 (1H, d, 

J=8.0Hz), 7.78 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.61 (1H, m), 7.43 (1H, s), 7.12(1H, 
d, J=8.0Hz), 7.02 (1H, d, J=8.0Hz), 6.35 (1H, s), 5. 42 (2H, s), 3.03 (2H, t, 
5 J=6.0Hz), 2.68 (2H, t, J=6.0Hz), 1.72 (2H, m) c 

mSHH (2) 

(2E) - 2- (5- >-2->f/M h*v) -l, 2, 3, 4-x 




TLC : Rf 0.45 *9J-fr \ ^DD*H = 1 : 10 1 100) I 

NMR (DMSOdg) : $ 8.42 (1H, d, J=8.5Hz), 8.02 (1H, d, J=7.5Hz), 7.99 (1H, d, 

15 J=7.5Hz), 7.79 (1H, dd, J=7.5, 7.5Hz), 7.70 (1H, d, J=8.5Hz), 7.61 (1H, dd, J=7.5, 
7.5Hz), 7.32 (1H, d, J=8.0Hz), 7.17 (1H, dd, J=8.0, 8. 0Hz), 7.07 (1H, d, J=8.0Hz), 
6.31 (1H, s), 5.39 (2H, s), 3.07 (2H, t, J=6.0Hz), 2.85 (2H, t, J=6.0Hz), 1.82 (2H, 
m) 0 

20 ^Jft0l2O (3) 

2- ( (2E) -2- (7- (^yj>-2->f;M h*v) -1, 2, 3, 
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TLC:Rf o.30(?on*;VA : *?;-)\,=9: l); 

NMR(CDa 3 +CD 3 OD): 8 8.30 (1H, d, J =9 Hz), 8.10 (1H, d, J = 9 Hz), 7.90 (1H, 

5 d, J = 9 Hz), 7.80-7.70 (2H, m), 7.60 (lH.dd, J = 7.5, 7 Hz), 7.30 (1H, d, J = 2 Hz), 
7.00 (1H, d, J = 7 Hz), 6.85 (1H, dd, J = 7, 2 Hz), 6.05 (1H, t, J = 8.0 Hz), 5.40 (2H, 
s), 3.50 (2H, d, J = 8.0 Hz), 3.20 (2H, s), 2.75 (2H, t, J = 6 Hz), 2.55 (2H, t, J = 6 
Hz), 1.80 (2H, tt,J = 6,6Hz) 0 

10 %M W2 0 (4) 

2- ( (2E) -2- (5- (^;r/-2-^W h*v) -1, 2, 3, 
4-f h7liKn-l-t7f'jr/) 




15 

tlc : Rf o.4i (tIc: *9J-fr\ ^dd*;h=i: io : loo); 

NMR (DMSOd 6 ) : $ 8.42 (1H, d, J=8.5Hz), 8.02 (1H, dd, J=8.0, 1.5Hz), 8.00 

(1H, dd, J=8.0, 1.0Hz), 7.79 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.69 (1H, d, J=8.5Hz), 
7.62 (1H, ddd, J=8.0, 8.0, 1.0Hz), 7.23 (1H, d, J=8.0Hz), 7.09 (1H, dd, J=8.0, 
20 8.0Hz), 6.92 (1H, d, J=8.0Hz), 6.05 (1H, t, J=8.0Hz), 5.37 (2H, s), 3.46 (2H, d, 
J=8.0Hz), 3.21 (2H, s), 2.81 (2H, t, J=6.5Hz), 2.48 (2H, t, J=6.5Hz), 1.79 (2H, m)o 
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(3 E) -3- (5- (^/'J >-2->f;M h*y) -1, 2, 3, 4-r 



5 




TLC:Rf 0.29 (TfC : * 9 ?DD*;i/A = l : 10! 100) ; 

NMR (DMSO-dg) : 8 8.42 (1H, d, J=8.0Hz), 8.03 (1H, d, J=7.5Hz), 7.99 (1H, d, 

J=7.5Hz), 7.79 (1H, dd, J=7.5, 7.5Hz), 7.69 (1H, d, J=8.0Hz), 7.61 (1H, dd, J=7.5, 
10 7.5Hz), 7.21 (1H, d, J=8.0Hz), 7. 10 (1H, dd, J=8.0, 8. OHz), 6.91 (1H, d, J=8.0Hz), 
6.14 (1H, t, J=7.0Hz), 5.36 (2H, s), 3.19 (2H, d, J=7.0Hz), 2.80 (2H, t, J=6.5Hz), 
2.42 (2H, t, J=6.0Hz), 1.78 (2H, m) 0 

15 (3 E) -4- (3- >-2->fJM h*v) 7x-;P) 79-3 - 




20 TLC:Rf 0.38 (tK I * 9 J -)V : ^ n n = 1 : 10 : 100) ; 

NMR (DMSOdfi) : S 8.41 (d, J = 8.5 Hz, 1H), 8.03 (d. J = 8.5 Hz, 1H), 7.99 (d, J 
= 8.5 Hz, 1H), 7.79 (dd, J = 8.5, 8.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 1H), 7.62 (dd, J = 
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8.5, 8.5 Hz, 1H), 7.25 (dd, J = 8.0, 8.0Hz, 1 H), 7.15 (d, J = 1.5 Hz, 1H), 7.01 (d, J 
= 8.0 Hz, 1H), 6.94 (dd, J = 8.0, 1.5 Hz, 1H), 6.47 (d, J = 16.0Hz, 1H), 6.33 (dt, J = 
16.0, 6.5 Hz, 1H), 5.39 (s, 2H), 3.19 (d, J = 6.5Hz, 2H) 0 

5 mMZQ (7) 

2- (7- (^/U>-2-> tfr* h*v) -1, 2, 3, 4— f h^Ko 



TLC:Rf 0.22 (tK \*9J-fr\ ^D*W = 1 : 10 : 100) ; 

NMR (DMSO-dfi) : S 8.40 (d, J = 8.5 Hz, 1H), 8.03 (d, J « 8.0 Hz, 1H), 7. 99 (dd, 

J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 1H), 
7.61 (dd, J = 8.0, 8.0 Hz, 1H), 7.05 (d, J = 2.5 Hz, 1H), 6.99 (d, J = 8.0 Hz, 1H), 
15 6.87 (dd, J = 8.0, 2.5 Hz, 1H), 5.31 (s, 2H), 4.23 (m, 1H), 3.36 (d, J = 15.0 Hz, 1H), 
3.24 (d, J = 15.0 Hz, 1H), 2.80-2.50 (m, 2H), 2.10-1.80 (m, 3H), 1.68 (m, 1H) Q 



4- (2- (4-* h^rv-2 - h V 7)y*U * f^>"j > - 6 ->f fr* V 

20 7x-^) 




mm i 
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H 3 C° 

%mmi (4 4) ?Sj£Lfcfk&» (685mg) (20ml) fc» 

#U tM^^ h^>K (270mg) £2}fl;i, 2tfWin*fc*»Lfc. 

k Kn77>=2 : 1, 15ml) fc»j*U 2N*.WtthVVJ*&mWL (2.5 

m i ) *jd*. % sat*4i*wa^L/i. 1 Nawte+ttu 

io (*od**a : pt^y-;u=30: D "ttflWU T£»ttlt*^**flW<k 

(319m g) fcUfco 
TLC:Rf 0.49(^nn?h;i/A : ^ ^y-;i/=i5 : l) ; 

NMR (CDa 3 ) : 5 8.31 (1H, br), 8.17 (1H, d, J=8.8Hz), 7.83 (1H, dd, J=8.8, 

2.2Hz), 7.23-7.12 (2H, m), 7.06 (1H, s), 6.98-6.88 (2H, m), 5.27 (2H, s), 4.12 (3H, 
15 s), 2.79 (2H, t, J=7.5Hz), 2.40 (2H, t, J=7.5Hz), 1.99 (2H, quint, J=7.5Hz)o 

mmj. (1) 

4- (4- (4-* Y*is-2 -YV7fr*u*1-n,*;vy-G-4A,* h 
*v) 7x^) 
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nmmi u o) -em&uzit&mnmM 2 1 tmmvB&w&wKtt? 

5 TLC:Rf o.50(^on^;i/A : ^ ^/-;w=io: 1) ; 

NMR (CDC1 3 ) : 8 8.30 (1H, d, J=2.0Hz), 8.16 (1H, d, J=8.8Hz), 7.85 (1H, dd, 

J=8.8, 2.0Hz), 7.11 (2H, d, J=8.6Hz), 7.07 (1H, s), 6.94 (2H, d, J=8.6Hz), 5.24 (2H, 
s), 4.13 (3H, s), 2.62 (2H, t, J=7.5 Hz), 2.37 (2H, t, J=7.5Hz), 1.93 (2H, tt, J=7.5, 
7.5Hz) 0 

10 

4- (4- (4-^nD-2-h , j7;l/to^f;i/^yj>-6-'f;M h^r 
v) 7x-;W 7?ym 



F 




%tim 1(40) TUM L tztt&® (0.38 g ) £ v * f - ;v 7 * * K (12 
ml) U (12ml) £<ttf.x*T7~ If (800,/ K 

20 -4tcp|gL> ^^^^•cttajL^o ttaj^^TK^i^^^TK-enii^^ 
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-ttt&WVc&m (0.21 g) £#£ 0 

ILCrRf 0.43 (ffc$x^;l/) ; 
5 NMR (CDQ 3 ) : 8 8.35 (1H, d, J=2.0Hz), 8.27 (1H, d, J=8.8Hz), 7.95 (1H, dd, 

J=8.8, 2.0Hz), 7.84 (1H, s), 7.13 (2H, d, J=8.5Hz), 6.95 (2H, d, J=8.5Hz), 5.30 (2H, 
s), 2.63 (2H, t, J=7.5Hz), 2.37 (2H, t, J=7.5Hz), 1.94 (2H, tt, J=7.5, 7.5Hz) 0 

mmmz (1) 

10 4- (2- (4-^no-2-b'J7;Vtn^f;i/+7'J>-6-^^^ h^f 



F O 




15 %mm i (4 4) -cm^ttzit^mnmm 2 2 1 mmos m<omm^-t 

TLC:Rf 0.73 (ftgtxf)!/) ; 

NMR(CDCl 3 ): 5 8.37 (d, J = 2.0 Hz, 1H), 8.27 (d, J = 8.8Hz, 1H), 7.94(dd, J = 

8.8, 2.0 Hz, 1H), 7.84 (s, 1H), 7. 16-7.24 (m, 2H), 6.91-6.98 (m, 2H), 5.33 (s, 2H), 
20 2.8 1 (t, J = 7.6 Hz, 2H), 2.39 (t, J = 7.6 Hz, 2H), 2.01 (tt, J = 7.6, 7.6 Hz, 2H) C 

mum 2 3 

2- (6- (^yj>-2-'f;Mh^y) -3, Kat7f^) gfc 

m 
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%1&mi 5~?&ikltzit&%) (373mg) £x*y-;w (5ml) K&fllU 

5 i ufrmiti- v v ^ atKv#^ (2.0m i ) £^ia-csnx., -vmwitzo KBU 

1 N*®lt^ b U AtK^ (3.0m 1 ) £JP;L, 8Mif#L£o RJk 

ta^ft^m-e+ftu Bt^^^-cfflaiLJto ^&£&*^m-^*v 

4r-9-> :&$^-f^=20: 1) TMtSSiU TlB^telt^^rt^^ll^^^ (13 
10 mg) £#£ e 

tlc : Rf 0.60 (tK: *9J-fr\ ^dd^;va=i : io : loo); 

NMR (DMSO-dg+CI^OD) : $ 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8. 5 Hz), 7.99 

(1H, d, J=8.5Hz), 7.79 (1H, m), 7.66 (1H, d, J=8.5Hz), 7.61 (1H, m), 7.09 (1H, d, 
J=8.5Hz), 6.95-6.80 (2H, m), 5.83 (1H, t, J=4.5Hz), 5.36 (2H, s ), 3.34 (2H, s), 2.69 
15 (2H, t, J=8.0Hz), 2.21 (2H, m) e 

2- (3- (3- 'J >- 2 Y* : s) 7i-^) -fU\£)V7s)V^ 

20 
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OH 



nmm3 (2 3) (50mg) (ff?tK07 

7>:tK=2:K 3ml) fcfcJBU **V> (l67mg) SrSOx., MS"C5B#ra 

®(40m g ) fcflfc. 

tlc : Rf o.iO(^nn^;i/A : ^^y-;w=4: l); 

NMR (DMSO-d 6 ) : d 8.40 (1H, d, J = 8 Hz), 8.05-7.95 (2H, m), 7.80 (1H, t, J - 

10 7.5 Hz), 7.70-7.60 (2H, m), 7.20 (1H, t, J = 7.5 Hz), 7.00-6.80 (3H, m), 5.35 (2H, 
s), 4.25 (2H, s), 3.30 (2H, t, J = 9 Hz), 2.70 (2H, t, J = 9 Hz), 2.00 (2H, m)o 

%mm (23) axxrmmmiA (1) -e»6Lfcft***##m 1- 

£flftfll2 5 

2- (3- (3- (lH-f F7 N /-^-5-^i^f^ft) 7*nfc» 7 
20 i/^y^fM *y V > 




N 
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TLC:Rf 0.12 (tIc: *9 ^no^^A=i : 10 : ioo); 

NMR (CDC1 3 ) : $ 8.31 (1H, d, J=8.5Hz), 8.19 (1H, d, J=8.5Hz), 7.89 (1H, d, 

J=8.0Hz), 7.77 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.60 (1H, m), 7.16 (1H, dd, J=8.0, 
5 8.0Hz), 6.90-6.65 (3H, m), 5.45 (2H, s), 4.03 (2H, s), 2.59 (2H, t, J=7.0Hz), 2.48 
(2H, t, J=7.0Hz), 1.82 (2H, m)» 

5- ( (4E) -4- (5- (*y;>-2->ffl^ -1, 2, 3, 

10 4-fYyKVv-l-i-7f)?>) 7**) - 1 H-r \-yV-)\> 




TLC : Rf 0.29 (tK: * 9 J -fr \ ^DD*H=1 : 10 : 100); 
15 NMR (CDCI3) : d 8.23 (1H, d, J=8.5Hz), 8.06 (1H, dd, J=8.5, 1.0Hz), 7.84 (1H, 

dd, J=8.5, 1.5Hz), 7.73 (1H, ddd, J=8.5, 8.5, 1.5Hz), 7.67 (1H, d, J=8.5Hz), 7.56 
(1H, ddd, J=8.5, 8.5, 1.0Hz), 7.09 (1H, d, J=7.5Hz), 6.99 (1H, dd, J=7.5, 7.5Hz), 
6.70 (1H, d, J=7.5Hz), 5.84 (1H, t, J=7.0Hz), 5.36 (2H, s), 2.94 (2H, t, J=7.5Hz), 
2.72 (2H, t, J=6.0Hz), 2.32 (2H, t, J=5.0Hz), 2.24 (2H, dt, J=7.0, 7.0Hz), 1.93 (2H , 
20 m), 1.72 (2H, m) 0 

mm&i&v^&zm^x, viT<D%mm 26-1 -mmm 2 6 - 2 3 6 <oit 
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0 XT 0H o g Hp-° THP jCr oV>- OTHp 

STEP-I 



STEP-I 

Wang V=JV 



G-P-OH 



9 jTr-OH ^ STEP-HH 

STEP-II €^0^ G-E'-X < 

W STEP-m-2 

) CT° H ^ STEP-IV ' ^ 

m=0-6 



IS- 1 (STEP-I) : ^©7x>'-*RS#0*a 

P v >^(7) -7 ^ y - )Vm&Vf(D%.Ali, WangUv> (igp a n £, 1^*) ^y^ 

S*ifc7iy - ;ufMJ#: (53*) > l-if-;w-3- (3 - / 7* 

ntf;i/) -*;i/*KSM 5 K (EDC> 53*) , ^f;P7^e'Jy> (DM 
AP, 134) „ y^vynt>iwry (63*) SriDx^ SfiTl5l*BI 



Ig-n (STEP-n) : T H P &oKfttt&£ 
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THPl«llt STEP- I -cnhiitzU'Jy (VMM) Zzcfi;-)V 

Kmmi. P - h;wi>7.;w*>m (0.2^*) Srinx.% eov-emffiMtitz 
5 Ift-m- 1 (STEP-m-i) : $y m^tz^-T)i<itKB 

STEP-n-e#^ti7tl^v> (l£4) , G-El-OH (5^*) > hV7 
i-;i/*7.7>f> (534) fc&ffc^l'^fcfiiSU ScV'T, vif^T/y 
(5HS4) *¥4roflD*.fcSL m&tMSttWHSi: 7 

10 

15 - IH- 2 (STEP -in- 2 ) : WilliamsonRfS tz^-~T MtEB 
STEP-nt^tifc^v (liS4) x G - E 1 -X (534) , 

-7A (10S4) fc-fctfa-Mk^HJ** (5^4) t^f**^7 5Ki:i 

15 

16- IV (STEP -IV) I^OOaiL^ 
STEP-m-l3£»*STEP-III-2^t#^ft£^v^ (134) £0.2 

tCHU M?a-C15B#«i: ? Lfc. 3*v>T, 2 NjMWk-J- h 'JfA*»ft 

20 mm) zmz., 8*imm l*. R&iMtwii*4*>2&mmKj: 

±fE#ft*fflv>T, filTO*Jfc«2 6-2 3 6Z>it&®Z 

25 £j&L£o »**£J:Wt§:7*-**&TO£2 2-^3 OKifrt. 

£ib\ G-E i - X* fcfiG-E i -OHTSfe^iii^^ttT^lMk^W-C 

&^*OTLClitt*on*;t,A : * * y -;i/=io : lOSBBSMfc-eaife 
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U t -Bulit -fl-pmz&bL, n-P e n Ji n -^>f-;i^£^fc> U 
n-Bufin-rf-^fc^bto ) • 
5 &2 2 £Jfefcl2 6 - 1 ?n&Ztlizit&toimT<Qm&$, 




10 a 2 8*. 5fe»«2 6 -2 7 0 ?IWtS*tfcffc*»fcmTO*£a; 




15 ^2 8*K 2lifcfll2 6-2 7 1 ^l^£*ifcft#»l;mT<&*££ 
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2 






G-E 1 - 
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|- 
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(4) 6- (3- (try vy-i-Afr* h*v) 71-^) ^*-9->bl 

(5) (5EZ) -6- (3- (^r/-2-^f;Mf^rv) 7i-;V) -5 

(6) 5- (3- V >-2--f;V> >*v) 7x-;W) 

5 (7) 6- (3- (3-7x-;^n^-» 7x-;w) ^*-9->$, 

(8) 7- (3- (*7 V ^-2-^;^ 7i-^) ^7*^®L 

(9) (3EZ) -6- (3- (^yr/-2-'f;Mh^y) 7x-;W) -3 

(10) 4- (3- V >-2—flM 7x-^) 7*>®^ 
10 (11) 5- (4 - (2- (t7^k>-2-^f;l/) xf^y) 7x^;l/) 

(12) 6- (3- (^7'J>-3-^;Mf^» 7x-;i/) ^*V->&* 

(13) 4 - (3 - ( (2 E) -3 - (4-^>f;i/7x-;v) -2-7*n^-;w 
**y) 7x-;U) 7*>&, 

15 (14) 4- (3- >-3->Ol/* h*v) 7x^;l/) 7*>&, 

(15) (2E) -6- (3- (^'J'/-2-fWh*-» 7x-;U) 
-2-i>^, 

(16) 6- (3- V >-2 ^^l^*) 7x-;l/) 

(17) (3E) -4- (3- (*7y h*v) 7x^) 7*- 

20 

(18) 4- (3-^>^Vt^>7x-^) 7^>®?, 

(19) 4- (3- (4- (2 -^;U7ntf;w) 7x-;v) 7 

(20) 4- (3- (4— 'Of-A^OSM'***) 7x-;W) 7* >8L 
25 (21) 4- (3- (tyfU-y-l-j )V* h*v) 7x-A-) 7? 

(22) 4- (3- ("J-7*U>-2--f;M h*v) 7x-;V) 7* 

(23) 4- (3- (eyy>-2->f h*v) 7x-;V) 7* >®L 

(24) 4- (3- (try ?>-3— f/k* h4rv) 7x-]P) 7* 
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(25) 


4 - 


(3- 








4 — 


(3 - 


ij y y— )V- 3 —<4)\/* Y 7i- 7** ^BSL 




(27) 


4- 


(3- 








4 — 


(3 - 


(2— (-^7 £ w> — l — xf*y) 7x-ji/) ~T9y 


5 


(29) 


4- 


(3- 


(2- (^7^U>-2--f;V) X^y) 7xX^) 7*?> 




(30) 


4- 


(3- 


(2- (If V ^>-2->f;W) x^y) 7xXjl/) 7**>$^ 




(3D 


4 - 


(3- 


(2- (W > K-;W-3--f^) xKv) 7xx^) 


10 


ft* 
(32) 


4 - 


(3- 


(2- (5-^fWV*-Ji/-4->f^) xh^y) 7xx 




*> 










(33) 


4- 


(3 - 


(1 4 — ^ — 2 — >f fr* h^v) 7x — ;W) 


- 


7**>ft, 






15 


(34) 


4- 


(3- 


(2- (ft7x>-3-'f^) X^y) 7xX]V) 7*? > 




A. 

(35) 


4 - 


(3- 


(^/n-4->f;^b^y) 7x-;i/) 7** 




(36) 


4- 


(3- 


(1, 3-*?**1M 4- ^f;V^ h*v) 7x-JW) 




7**>ft, 






20 


(37) 


4- 


(3- 


(*7 y>-5--f*o* 7x-;v) ft y&. 




(38) 


4- 


(3- 


(*7 V h*v) 7x-;V) 7*? 




(39) 


4- 


(3- 


(*7 V >-7->f/M h*v) 7xx^) T9y^ 




(40) 


4- 


(3- 


(*7 V >-8->f^^ h*v) 7x-;V) 7*?>&, 




(41) 


4- 


(3- 


UV^/V>-3->fiMf^y) 7x.=JV) 7** 


25 


(42) 


4- 


(3- 


(4 7*7';>-l->OM 7xx;v) 7*?>®, 




(43) 


4- 


(3- 


(1, 2, 4-tW77-;V-3-^Mh^» 7xx 




*) 


7**>®, 






(44) 


4- 


(3- 


(5-t-rf-^-l, 2, 4 TV-* -3 -4 >V 
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(45) 4- (3- (2 - h V 7 )V*u * 4 - * V * v*; V > - 6 -4 
>h+v) 7x-;u) 

(46) 4- (3- (6-7**0-1, 3 8 
5 >» 7x^) 19 Vfc 

(47) 4- (3- U (1, 2 -a) 7x 
-*) 79>WL* 

(48) 4- (3- V7V*-*- 1 --f'** h*v) 7x-;W) 7? > 
ft 

10 (49) 4- (3- (1, 3-V**V4>ir->-5-<<A'* h*vO 7i-^) 
7** >ft 

(50) 4- (3- (4-^f;vt7^i/>- 1 -^*> h*v) 7i^V) 7* 
>ft 

(51) 4- (3- (3, 5-vVf-;W v**^/-*-^-*** h**>) 7 
15 x-;i/) 7^>^ 

(52) 4- (3- (5-*?-/M 7**-tfV-;i/-3 -'f** h*v) 7x-^) 
7^>ft 

(53) 4 - (3 - (2 - f'j 7;1/*em^;w-4 -7h*v*y" U >-6-^^ 
^h^y) 7i-;p) T9 vft 

20 (54) 4- (3- (4 >7V-*-5-> 7x-;l/) 7* >ft 

(55) 4- (3- ( (5E) - 6- (4-* h*v7x-;U) -5-^*-te-* 

7x-;i^) 7*>$, 

(56) 5- (3-^>y>t + y7i-JV) ^>?y$> 

(57) 5- (3- (4- (2->f;vynh» ^>y***v) 7i-^) * 

25 

(58) 5- (3- (4-^>WV^Vt^y) 7x-*) 

(59) 5- (3- (t7^I/y-l-^f;l/>h^y) 7x-;i/) 

(60) 5- (3- {-f? 9Vy-2-4)\,* h*v) 7x-;u) 
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(61) 5- (3- (tf'jy>-2->OM h*v) 7x-;l/) ^V*vBk 

(62) 5- (3- (VfV v>-3->f;V^ h+v) 7i^;P) ^V^K, 

(63) 5- (3- 4-^01/^ h*^) 7i-;P) ^^VR, 

(64) 5- (3- (4 VP-*- 3 ->f 7x-;W) 
5 (65) 5- (3- (7i|f;Vt^rv) 7z-^) 

(66) 5- (3- (2- (^y.^U^-l-^^) if^y) 7i-iV) 

(67) 5- (3- (2- (t7 3'l/>'-2-'f;V) 7i-^) ^> ? 
10 (68) 5- (3- (2- (tfV yy-2-4fr) xh^y) 7x-;V) 

(69) 5- (3- (2- (>f > K-^-3 x^y) 7i^) 

(70) 5 - (3- (2- (5-^f*f7'/-/l'-4-^) ^h^r'» 7i- 

15 

(71) 5- (3 - (1, 4-^W*y*^t>-2->f;M h^rv) 7i-JV) 

(72) 5- (3- (2- (ft7x>-3-'f)l') xb+y) 7x-jP) 

20 (73) 5- (3 - (*7 7i-» ^>*>$> 

(74) 5- (3- (*7 V >-4->Ol^ 7x-^) ^^SU 

(75) 5- (3- (1, 3-z/**lM>y>-4-4)l'* h*v) 7x;)V) 

(76) 5- (3- V 7x-)V) 

25 (77) 5 - (3 - u>-6--f;v^ h*v) 7x~;U) ^V*^ 

(78) 5- (3- (*y V >-7-4 7x-;l/) 

(79) 5- (3- (*/"; >-8->f h*v) 7x-Jl/) ^> 9 

(80) 5- (3- UV^>"J>-3->f;V^h^y) 7x-;V) ^>?>K, 
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(81) 5- (3- (>rv*>";>-i->nM 7x-^) ^>?>m> 

(82) 5- (3- (1, 2, 4 -**^v J 7V-;i/-3--f fr* h*v) 7i- 

(83) 5- (3- (5- t 1, 2, 4-^4r^vTV*-;V-3--f ^ 
5 7x-*) 

(84) 5- (3- (2- KU7;WtD^f-;l/-4-^ V >-6-^f^ 
^h^rv) 7i-^) 

(85) 5- (3- (6-7;i/*o- 1, 3-^>V^t^rt>-8-^^Mf^ 
v) 7x-;i/) 

10 (86) 5- (3- (1, 2-a) h*v) 7x 

(87) 5- (3- (^^Vh U7V*-;W- 1 ->f JM h*^) 7x-^) 

(88) 5- (3- (1, 3-v**-*M >y>-5-4JI'* h*v) 7x-*) 

15 

(89) 5- (3 - (4-^W7^1/>-l-^f;Mf^rv) 7x^;l/) ^> 

(90) 5- (3- (3, 5 A"f V**"**/-*-*-*** b*v) 7 

20 (91) 5- (3- ( (2E) - 3- (4-^Vf^7x-;V) -2-7*0^-^ 
7x-;W) 

(92) 5- (3- (5 -**->MV*W/-A'-3 -'Ol'^ h*v) 7x^/W) 

(93) 5- (3- (2-h'J7^to^f;i/-4-7 , h^'>^</T/-6-^l' 
25 ;*h*v) 7x-;V) 

(94) 5- (3- U>r/-^-5->f^ 7x-;W) 

(95) 5- (3- ( (5E) -6- (4-*h*v7x-;W 

222 



WO 99/11255 



PCT/JP98/03760 



(96) 6- (3- (4- 'Oz/fr**''/) 7i-^) ^ 

(97) 6- (3- (4— ^f-A"***?****) 7x-;v) ^*4fy&, 

(98) 6- (3- (t79 V>- 1 -4*-* h*v) 7x-;P) 
5 (99) 6- (3- (Ify v>>-3 -4 h*v) 7x-;l/) 

(100) 6- (3- (ey W — 4 — f Hf*» 7x-;V) 

(101) 6- (3- (4 >K-*-3-'fA'* 7i-^) ^^-9-^^> 

(102) 6- (3- (7x*f***'» 7x-;V) ^^r-9->^ 

(103) 6- (3- (2- {1"7 9\/V-\-4fr) xh*V) 7i^) 
10 *>Bk 

(104) 6- (3- (2- (*7*l'>-2.->f /U) xh^rv) 7i-^) 

(105) 6- (3- (2- (ey^-2->r>l0 i>^r'» 7i-JV) 

15 (106) 6- (3- (2- (4 >K-A—3->f*) 7x-M /v* 

(107) 6- (3- (2- (5-^fW x /-;l'-4-'f^ ^h*v) 7x 

(108) 6- (3- (1, 4-^>7*yt^>-2-^Mh^y) 7x-;V) 
20 ^*^>H> 

(109) 6- (3- (2- (ft7x>-3-^V) 7x-;V) 

(110) 6- (3- (^;r/-4-'fW^'» 7x-)b) 

(111) 6- (3- (1, 3—?**** >^>-4->f h*v) 7x-;V) 
25 ^^-9">K> 

(112) 6- (3- 7x-;V) ^^V^ 

(113) 6- (3- (^;'J>-6-^JMR-» 7x-;V) ^4r"t>^ 

(114) 6- (3- >-7->f;v^ h**s) 7x-;P) ^**>8k 
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(115) 6- (3- fr* 7x^) ^^-9->^ 

(116) 6- (3- - (>fV*y V >— 3 — -f /Upt h*v) 7x-;U) ^^r^>^ 

(117) 6- (3- (4v*;v>-i-4 A>* Y**s) y^-)V) 

(118) 6- (3- (1, 2, 4-*W7'/-^-3->f h*v) 7 jc 

(119) 6- (3- (5-t -rf^-l, 2, 4-tW7 < /-^-3-'f 

(120) 6- (3- (2-h 'J7^D^f^-4-^ U>-6->f 
10 (121) 6- (3- (6-7**13-1, 3-^>/yi^t>-8-^W f 

(122) 6- (3- 2-a) lf';'7>-2->f h*v) 7 

(123) 6- (3- (^VhVTV*-*- 1 -4)V* h4rv) 7x-^) 

15 

(124) 6- (3- (1, 3-V**y-4 yy>-5-4 7jc-;V) 
^^'✓^ 

(125) 6- (3- (4-^ ?U>- 1 ->f h*v) 7z-^/) ^ 
20 (126) 6- (3- (3 , 5 -y^fMViW-^-4-^Wb^v) 

(127) 6- (3- ( (2E) -3- (4-^Vf^7x^) -2-7*n^^ 

^**r>&, 

(128) 6- (3- (5-*^W 7**^7*-*- 3-4** h*S/) 7jc- 
25 *) ^*V>& 

(129) 6 - (3- ( 2 - h V 7;l/t n> f ;U- 4 - 7* h y >"J > - 6 - 
*J* 7x^) 

(130) 6- (3- (4 >?V-*-5->f/M h*v) 7i^jl/) ^*-9-;/^ 
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(131) 6- (3- ( (5E) -6- (4-* Kv7x-^) _ 5 _/\^^- 

(132) 7- (3- (4- ( 2 -^f^7*D^) ^ v^**^) 7i^) 

^y* 

5 (133) 7- (3- 1 f>U* Y*i/) 7jl-;1/) ^7** 

(134) 7- (3- (7^7* Vy-2 b*v) 7x-^) ^7**>$x 

(135) 7- (3- (2- (7-7^W>-2--f^) i^v') 7x-^) ^7* 

(136) 7- (3- (1, 4-^>yyt^r-9->-2-^;W^ b*v) 7i-JV) 
10 ^7*^>^ 

(137) 7- (3- (*7 y >-7-W 7x-Jl/) ^7^>$L 

(138) 7- (3 - (2 - b 'j7;l/to^fJl/-4-7*h+v + y V >-6-4 

>Mh*-» 7x-^) ^y^^m, 

1 3. (1) 2- (3- (3 - {*JV>-2-4** h^fy) 7i->V) 7o 
ML 

(2) 2- (3- (3- (*7 V >-2--f fr* Y* ! s) 7x^) yn^f 
20 *) ML 

(3) 2- (3- (3- (^>"J>-2-^;Mh + y) 7x^;i/) ynk*;^ 
;U7-f-;W) M* 

(4) 2- ( ( 2 E Z) -3- (3- (^y; >-2->f>l>* 7x^) 

_2-7*n^-;l^*) 
25 (5) 2-^^-2- (3- (3- (*7 'J>-2->f/U^ h*v) 7x-^) 
7*n *?;!/?•*) 7*n;t'/», 

(6) 2- (3- (W>-2--fW>*-» 7x-;i/^^;wf-t) ML 

(7) 2 - (3 - ( (2 E) -3 - (4-^>f;V7x-^) -2-7*n^;l> 
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<8) 2 - ( (2 Z) -3- (3- (*/ V ^ — 2 — ^> h*v) 7i-M 
-2-7*n^;i^*) ftK, 

(9) 2- (3- (3- ( (2E) -3- (4 -^>f-)VP - 2 -7"n 

(10) 2- (3- (^y , J>-7-'f;Mh^y) 

(11) 2- (3- (3- V >-2 -4 JM h*v) 7x^v) 7*ni;>X 
;W^-;U) ^ 

14. (1) (2E) -3- (2- i; >-2-^f;U> h*v) 7x^.;W) 

(2) (2E) -3- (3- V >-2->f;l^ h*v) 7i-M -2- 
15 yn^vK, 

(3) (2E) -3- (4- V>-2-^^ h^y) 7i-» -2- 

(4) 3- (2- (^y , J>-2-'f;V^>+y) 7i-JV) 7*n;ry|, 

(5) 3- (3- (*S V >-2->f ;M h*^) 7x^) 7*0;-?:/$, 
20 (6) 3- (4- >-2--T;V^ h*v) 7x-;W) yn^r/^ 

(7) 6- (4- (*>"J >-2->f >M 7x^) ^^-9-^^ 

(8) 6- (2- (^yj>-2-'f;V^f+y) 7i^^) ^^r-9">^ 

(9) (5EZ) -6- (2- *)y-2-4** 7x^) -5 

25 (10) (5EZ) -6- (4- J V>-2-4)V* h*v) 7x-/P) -5 

(11) 4- (2- 2 ->f 7x7^y) 7* 

(12) 5- (2- (4ry U >-2->f/M h*v) 7x^y) ^>*>®L 
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(13) 


7- 


(2 


- (*>"J /M Hr*» 7xy**v) 's^VR* 




(14) 


4 - 


(2 






(15) 


5 - 


(2 


- (4 -^>^-)^W)Vir^^) 7xMy) ^V^Vflk 




(16) 


7 - 


(2 




5 


(17) 


2- 


(3 






(18) 


3- 


(3 






(19) 


2- 


(3 


- (4-^Wx^ h*v) 7x-)V) 




(20) 


3 - 


(4 






(21) 


4- 


(4 




10 


(22) 


2- 


(4 






(23) 


2- 


(4 






(24) 


2- 


(3 


- (4-^>f)P7x^) 7*d #?*->) 




(25) 


3- 


(1 


- ( (5E) -6- (4-* ^->7x^) - 5 -^3r-b-;W 






15 


(26) 


3 - 


(1 


- ( (5EZ) -6-7x-^-5-^-W^y) -4- 



^o^^y^>-t*>-2 -4 ;u) 7*o;r/S!, 

(27) 3- (1- (6- (4-* h*->7x-7l>) ^*i/;W**S/) -4-7*n 
^y^v^f >-2 ->f;u) 7n;o® % 

(28) 4 - (2- (4-p< h^r'>-2-h';7^tD < ?i^^^y'J >-6-^;V 
20 * 7x^) 7*>$, 

(29) 4- (4- (4-* h*y-2-f'J7^tD^Wy i)>-6->()V 
* h*v) 7x-;v) 7^>K, 

(30) 4- (4-- (4-^nn-2-h'J7;l/*n < )if^;'J>-6-'fW 
h*y) 7x-;V) 7*>8L 

25 (31) 4- (2- (4-*oo-2- h V7;l'*n,>i^;i/*y i;>_6--fA'> 
h*;>) 7x^) 

(32) 7- (2-^>^Vt^y7x-^) ^7**>$> 

(33) 7- (2- (4- (2 - ^f^ynk:>) v;i/**i/) 7x-;u) ^\ 
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(34) 


7- 


(2- 


(4 -^>^;l/^>y;i/^-^rv) 7i-^) ^7*y&. 


(35) 


7- 


(2- 


(t7 9 Vy- 1 -4 )V* h*v) 7i-Jl/) ^7*^$^ 


(36) 


7- 


(2- 


(^7^W>-2->f;W^ h*v) 7x^^) ^7**^$, 


5 <37) 


7- 


(2- 


(if v Vy-2-4fr* \>*is) 7x-;v) ^7*^>K> 


(38) 


7 - 


(2 - 


(tf v v>-3 -^f;v^ h^v) 7x-^) ^7?^$?, 


(39) 


7- 


(2- 


(b* 1 J> ? >-4->f^^ h^rv) 71^)1^) 


(40) 


7- 


(2- 


(>f > K~;p-3->f;v^ h*v) 7x^;t/) ^7*>$, 


(41) 


7- 


(2- 


(7x*^;i/**v) 7x-;w) ^7*^$, 


10 (42) 


7- 


(2- 


(2- {1-7 9V>-l-4)V) xh*v) 7x-;v) /\7? 



(43) 7- (2- (2- (t7^U>-2--f^) xh*v) 7i-^) ^7** 

(44) 7- (2- (2- (eV7>-2->f;W) ib^rv) 7x-;V) ^7^> 

15 

(45) 7- (2- (2- (4 > -4*) xb^y) 7i-JV) ^7* 

(46) 7- (2- (2- (5 - * TPTTV'-P- 4 - J /l>) x^y) 7i- 
;w) ^7*^8, 

20 (47) 7- (2- (1, 4-^>Vv ? **'9->-2--f;i<'^ b*v) 7x-^) 
^7**>SL 

(48) 7- (2- (2- (fi7x>-3-^l^) ^b*v) 7x-)l/) ^7** 

(49) 7- (2- (*y V >-3->f^^ h*v) 7x-;W ^7*>$, 
25 (50) 7- (2- (*y V >-4--f;W^< h*v) 7x~;l/) ^7^>gf, 

(51) 7- (2- (1, 3 yyy-4-j fr* h*v) 7x-;w) 
^7-^>^ 

(52) 7- (2- (^y'J>-5-'f)l/^f^» 7x-JV) ^7?>gL 
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(53) 7- (2- (*y'j>-6—fw>**» 71-^) ^7*7$. 

(54) 7- (2- V 7-7-4 7x-;l/) ^7*7$, 

(55) 7 _ ( 2 - (^f;ij 7-8-4^ 7x-;W) Ay^.'/jl, 

(56) 7 _ ( 2 - (>f 7*7 'J 7-3 -> f h*v) 7x-;V) a^V^ 
5 (57) 7- (2- (>fV*>"J>-l-^^ 7x-;V) 

(58) 7- (2- (*7'J 7-2 -'ffl'* 7x-;V) ^7? 7$, 

(59) 7 _ ( 2 - (1, 2, 4-*W7 , /-)l'-3 h*v) 7x- 
>w) ^7*7$ N 

(60) 7- (2- (5-1-7*^^-1, 2, A-**^VTV-)\<-Z-4)\< 
10 7x-)l/) ^7*7® v 

(61) 7 _ ( 2 - (2-hV 7**n*f->U-4. h**>*7 V 7-6-4 * 
;*b*y) 7x-JV) ^7*7$, 

(62) 7- (2- (6-7;M-o-l, 3-^>V^t^rt>-8-^^^h^f 
v) 7x-;W ^7*7®, 

15 (63) 7- (2- (4 (1, 2-a) H*'Jy>-2-^^ 7x 

-;l/) ^7* 7®, 

(64) 7- (2- hUT*/-*- 1 -4 >M 7x-)V) ^7* 

(65) 7 _ ( 2 - (i, 3-ytn^>/>-5-^W>^y) 7x-^) 
20 ^7*7$, 

(66) 7- (2- (4-^f*t7^I/V-l->f^ K4r"» 7x-JV) ^7 

(67) 7- (2- (3, 5-^f-^V**-9-*/-^-4->T 7 
x-;w) ^7*78^ 

25 (68) 7 - (2 - ( (2 E) -3- (4-^>Wx-^) -2-7*a^iV 
7x^) ^7*7®, 
(69) 7- (2 - (5-*f-*,4 V**-fr % /-*-3->f 7x-;V) 
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(70) 7- (2- (2-YV7)l'*vn-)\'-4-7Y*i/*yV>-6-'()l< 
*Y**s) 7x-;l/) ^-f9VW> 

(71) 7- (2- (4>jr*S-JU-5-<(Jl'* 7x~;V) ^7*? >^ 

(72) 7- (2- ( (5E) -6- (4 F^fv7x-;V) 
5 **v) 7x-;U) 

(73) 3- (4-^Vy;l/t^y7x^) y'n^r/H, 

(74) 3- (4- (4- (2-^f;^ne^) ^>y;Vt+y) 7i-;V) 7* 



(75) 


3- 


(4- 


(4 -^y^)V^.yj)Vt^v) 7i-;v) 7*d/n*>$, 


10 (76) 


3- 


(4- 




(77) 


3 - 


(4- 


(^7^U>-2->f;Vpi h^rv) 7i-^) y-u^y^ 


(78) 


3- 


(4- 


(tT'j y>-2 -i';^ 7x-;u) yn/r/g, 


(79) 


3- 


(4- 


dfy^>-3--f^ 7x-;v) 7*n;r/|, 


(80) 


3- 


(4- 


(t*y ->f h*v) 7x-^) 7D;0|f, 


15 (81) 


3- 


(4- 


U > K-;i/-3--f;w> h*-» 7x-;W) 7*n;r/^ 


(82) 


3- 


(4- 


(7x^W + y) 7i-^) yu^y^ 


(83) 


3- 


(4- 


(2- (-J-7 -4*) Xf^y) 7x-;i/) zfUJ* 



y&, 

(84) 3- (4- (2- (^7^U>-2->T^) xh*v) 7x-;W) 7*0^ 

20 

(85) 3- (4- (2- (tfV^>-2-'f;i/) ih*y) 7x-/U) 7*0/0 
&> 

(86) 3- (4- (2- (-f >K-;W~3->f^) xh^y) 7x^) -furt 

25 (87) 3 - (4 - (2 - (5->fW7-^-4-'f^) x^y) 7x- 
)V) 7*D/0|, 

(88) 3- (4- (1, 4-^>Vy**-9->-2-'f;V^ h*v) 7x-;V) 
7n^:/g N 



230 



WO 99/11255 



PCT/JP98/03760 



(89) 


3- 


(4- 


(2- (ft7i>-3-^f^) if + y) 7jc-^) 7*OM 


(90) 


3 - 


(4- 


(^yj>-3-^;Ml^y) 71-^) 7*n/OgL 


(91) 


3- 


(4- 




5 (92) 


3- 


(4- 


(1, 3-^*^>f >^^-4--f ;M h^r'» 7i-^) 








(93) 


3- 


(4- 


(^/'J>-5-^f^f^y) 7x^) 7n^>$, 


(94) 


3- 


(4- 


V >-6-4;M b*v) 7i-^) 7o;r/^ 


(95) 


3- 


(4- 


(^y;>-7--f^^ h^ry) 7i-^) -fu^y^ 


10 (96) 


3- 


(4- 


{*J V >— 8 — -r^^ 7i-^) T'DAVl, 


(97) 


3- 


(4- 


(-YV^y U>-3->f^^ h^y) 7i-)P) 7*o;ry^ 


(98) 


3 - 


(4- 


(^V^;'J>-1-^W h^rv) 7x-;P) 7 P D/r/g, 


(99) 


3- 


(4- 


(1, 2, 4-t^ty7 > /-;v-3-^f;Ml«^y) 7x^ 



;v) yo;r/^ 

15 (100) 3- (4- (5-t --T+fr- 1, 2, 4-^^7/^-3-^ 
;i/^h*v) 7x-)V) 7n;<r/$^ 

(101) 3- (4 - (2 - h >; 7^to^f;V-4 -J* f^fy^yj >-6 -4 
;i^h*v) 7i-^) ynyx°>^ 

(102) 3- (4- (6-7;W*o-l, 3-^>/yt^>-8-^^f 
20 *v) 7x-;V) yn/^t, 

(103) 3- (4- (4 3*^/(1, 2-a) f'Jy >-2-^f W f^y) 7 

(104) 3- (4- (^'// b urv*-;u- 1 -4;^ h^ry) 7x-;v) 7n 
25 (105) 3 - (4 - (1, Z-*Jt*4M>y>-5-4n'* h*v) 7x-;W) 

(106) 3- (4- (4 -* *JUi-y* V>- 1 ->f h^rv) 7i-)V) 7* 
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(107) 3- (4- (3, 5 - 9 J**fr4 V**f-y-;i/- 4-^01^ h*v) 
7i-^) 7ovOg| x 

(108) 3- (4- ( (2E) -3- (4-^>f^7x-;l/) - 2 -^n^^ 

7x-;i/) 7n/<>ak 

5 (109) 3- (4- (5-U-PJV**W-)l<-Z->( )l<* 7i- 

(110) 3- (4- (2-h V7**n*f-*-4-:/h*S'*/y>-6->f 

(111) 3- (4- (4 >*V-;P-5->f h+y) 7x-;V) 7n;r/^ 
10 (112) 4- (4-^>v ? ;l/^^ri/7x-;V) 7* 

(113) 4- (4- (4- (2->Wne^) ^>y>t^fy) 7x^^) 
7*>®L 

(114) 4- (4- (4-^>f-;WO-7;W;i-*v) 7x-^) 7*>$ > 

(115) 4- (4- (±7 9 V>- 1 -4 fr* h*y) 7x-^) 7? 

15 (116) 4- (4- (t7^ U>-2-^^P« h^fv) 7x-;i/) 7^^®?, 

(117) 4- (4- 2 -4** 7x-;V) 7* 

(118) 4- (4- (e'J^>-3->f;V^h^y) 7x^;w) 7?>$. 

(119) 4- (4- h^v) 7xxji/) 7*>®. 

(120) 4- (4- (>f >K-;U-3->f 7x-;W) 7*^®. 
20 (121) 4- (4- (7x*^;i/**v) 7x-;i/) 7* 

(122) 4- (4- (2- (^7^U>-l->f;i/) x^y) 7x-JP) 7* 

(123) 4- (4- (2- (t-7^>-2-^^) x^y) 7x-;V) 7* 
25 (124) 4- (4- (2- df»J^-2-^) xKv) 7xXjV) f^y 

m. 

(125) 4- (4- (2- U > K->U-3— f^) xh^y) 7x-;i/) 7* 
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(126) 4- (4- (2- (5-^^77-^-4-^) if^l 7^ 
-JW) 7*7& x 

(127) 4- (4- (1, 4 -^77^7**^7- 2-4;^ h^y) 71-^) 
7^7®, 

5 (128) 4- (4- (2- (f*7x>-3-^f)V) i^v) 7x-;i/) 7* 

(129) 4- (4- (*yy>-3--f^F*'» 7x^;l/) 7* 7gL 

(130) 4- (4- (+y'J>-4-^Mh^y) 7x-JV) 7*7$ % 

(131) 4- (4- (1, 3-~7**"*M 7/7-4--TJI/* 7x-JP) 
10 7* 

(132) 4- (4- (*7 V 7-5-*** 7x-;i/) 7? 7$? N 

(133) 4- (4- (*yT/-6-'f^h*y)-7xiJP)-^>», 

(134) 4- (4- (+/'J>-7->fJMh + y) 7x^) 7*7$, 

(135) 4- (4- (^;'J>-8-WKy) 7x-;i/) 7*7$, 

15 (136) 4- (4- (*7*7 VV-Z-4fr* h*v) 7x-^) 7*7®, 

(137) 4- (4- UV*yj>-l-^>h#'» 7x-;V) 7*7$, 

(138) 4- (4- (*7'J7-2-'f>l'* h*v) 7x-;V) 7*7®, 

(139) 4- (4- (1, 2, 4-^^^/77-^-3-^;^ b^y) 7x 
-AO 7*7®, 

20 (140) 4- (4- (5- t 1, 2, .4-t^t^7/-;V-3-^f 

;w*h*v) 7x-;v) 7*7®, 

(141) 4- (4- (6-7**0-1, 3-^77'7**-9-7-8-*** b 

7x-;v) 7*7®, 

(142) 4- (4- W^7(l, 2-a) bfU -7 7- 2 -* ** h * v) 7 
25 x-*) 7*7®, 

(143) 4- (4- (^>7b'J77-;v-l-^;v^ f^y) 7x-;iO 7* 

7®, 

(144) 4- (4- (1, 3-v**-*M 7^7- 5 7x-^) 
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79 >K> 

(145) 4- (4- (l-*+*1"79V>-\-<<** 7x^) 7 

(146) 4- (4- (3, 5 -S^f-A^f V*tt7-fr-A-<i ;M 
5 7i-^) 79 

(147) 4- (4- ( (2E) -3- ( 4 -sOf-JU 7 x-*) - 2 -7 , n^^ 
;i/*4rv) 7i-JV) 7*>$, 

(148) 4- (4- (5-*^;MV**-tV-;l'-3--Ol'* 7i- 
*) 79 

10 (149) 4- (4- (2-h'J7^*n^f;i/-4-7'f^y^yr/-6-'f 
)V* \> tv) 7x-J/) 7?>$, 

(150) 4- (4- (>f >*V-;W-5-'Ol'<rf 7a-^) 79 

(151) 4- (4- ( (5E) -6- (4-* h^fv7x^) 
W^y) 7x-;v) 79 >^ 

15 (152) 2- (2- (4- (2-^f-;W7*nif;i/) ^>v;l/**v) 7x-;l/) 

(153) 3- (2- (4- (2-^f-;W7*DtT;i/) ^vy>t^fy) 7x-^) 

(154) 4- (2- (4- (2-^^;W7*ntr;W) ^>y*;Vt^f-» 7x^) 
20 79 >Wt. 

(155) 5- (2- (4- (2-^^;l/7*nVf;l/) ^>~7;W**v) 7x-^) 

(156) 6- (2- (4- (2-^f-;V7*nf;u) ^>y*;^^fy) 7x^) 

25 (157) 2- (2 - 0-7 9l>>-l Y**,) 7jl-)V) 

(158) 3- (2- {±7 9 U>- 1 -4 /M h^y) 7i^) 7*n/0^ x 

(159) 4- (2- (7-7^W>-l -4** h*S/) 7xzjV) 7* 

(160) 5- (2- {±7 9 VV- 1 h^y) 7x-JV) 
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(161) 


6- 


(2- 






(162) 


2 - 


(2- 


(t7^l/V-2-'f;Mh^i/) 7x-;V) ftgt 




(163) 


3- 


(2- 


(±79Vy-2->{^^Y^ : y) 7x-;l/) ^d;<v|, 




(164) 


4- 


(2- 


(7-7* I/'/ - 2 -4** 7x-;v) 


5 


(165) 


5- 


(2- 


(±79 Vy- 2 ->f>M 7x-jV) 




(166) 


6- 


(2- 


(±7*vy-2-4P*Y* ; y) 7x-;i/) ^*-9->8^ 




(167) 


2 - 


(2- 


(2- (t7^>-2-'f^) XK'» 7x-;v) 






3 — 


(2 - 


(2— (±7 9 Vy- 2 — 4 AO i^y) 7x- ;W) 7*D 






t. 






in 


(IW) 


A — 
** 


( 0 _ 


\ u \ ) s / \r * I* I ) 1 % «^ / ✓ *~ /,r / s / 




(170) 


5 - 


(2- 


(2- ("j-7* u>- 2 -4*0 xh*->) 7x-;u) ^> 




(171) 


6- 




C o _ ( + *7 ❖ r, v _ o — >f ;M Xl>*y) 7x-;l') A.* 


15 










(172) 


2- 


(2- 


(1, 4-^^7y*H>-2-'f^ b^fy) 7x-;i/) 




ML 

(173) 


3 - 


(2- 


(1, 4-^>7 > v ? *^r-t>-2->f;W^ h+v) 7x-;i/) 



20 (174) 4 - (2- (1, A-^y > fV***yy-2-4 )V* 7x^) 



(175) 5- (2- (1, 4-^Vy*y**-9->-2->f h*'>) 7x-jV) 

(176) 6- (2- (1, i— 2 -4** 7x-;W) 

25 

(177) 2- (2- (^;'J>-7-^JMh^fy) 7x-;W) W&L* 

(178) 3- (2- (*/ 'J >-7-~<i** 7x^;V) 7*D/t>^, 

(179) 4- (2- (^y'J >-7->f** 7x-J!>) 7**>®, 
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(180) 5- (2- y>-7— f>M h*v) 7i-^) 

(181) 6- (2- >-7-4 ^p" h*v) 7i-^/) ^^MJ-Vfk 

(182) 2- (2- (2-Y V7)Vtv*?-)l<-4-'7V*i'*y V 

(183) 3- (2- (2-h V7;l/*D^;l— 4-7*1* *v*>"; >-6->f 

(184) 4- (2- (2 - h 7;P*CM-f;l/-4-7h*v*7 V >-6 ->f 
fr*h* s s) 7x-^) 7*>$, 

(185) 5- (2- (2-h>j7^tD>f;t,-4-7h^v^r/V>-6-^ 

(186) 6- (2- (2-h V 7^*n^;l,-4-7'h*v*y U > — 6 — -f 
)V* h *v) 7x^) ^^r*>^ 

(187) 3- (4- (2-^*7*nfcf;w) ^^t^y) 

(188) 2- (3- (4- (2-^f;V7'ntf;i') ^ 7x-^) 
ML 

(189) 3- (3- (4- ^>v^;j-*v) 7x-^/) 

(190) 3- (t7^l/>-l-^f;M h*v) 

(191) 2- (3- (7-7* 1 ->f;Pp» h*v) 7x-^) 

(192) 3- (3- (T^l/V-l-'f/M 7x^) 7"D/r/|, 

(193) 3- (i'79l'>-2-4n'* $M.$WLs 

(194) 2- (3- (7*7* 1/^—2 — f fr* f+y) 7xz;l/) 

(195) 3- (3- (7-7*k>-2--f;i/^ h^rv) 7x-^) yo/^H, 

(196) 3- (2- (7"7*W>-2->f;U) x^y) 

(197) 2- (3- (2- (7"7*W>-2->f^) xf^y) 7x-^) gf-gt 

(198) 3- (3- (2- (7-7*U>-2--f;W) xh^fy) 7x_;V) yo 

(199) 3 - ( 1 , 4 > 7*y * y - 2 - -f h * v) 
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(200) 2 - (3 - (1, 4-<*>*/ 9 J*W>-2-<{ *>* 7x-;V) 

mt 

(201) 3- (3- (1, i—«>*/*J**Vr>-2-'t )V* h*v) 7x-;l/) 

5 (202) 3 - (*>"J>-7->OM h*v) 

(203) 2 - (3 - 7 ->OM 7x-;i/) gftt 

(204) 3- (3- ^-7-4** 7x-Jl/) ^u/0|, 

(205) 3 - (2- h V7;l/*n^;w-4-7h*v*7 V ^-B-'Oi'* h 

10 (206) 2- (3 - (2-h 'j7Jl'tn^f;l/-4-7*f^*>^>' »j>-6->f 

(207) 3- (3 - (2-h , J7^*D^f*-4-yfW/'JV-6-'f 
;i/*h*v) 7x-;p) 7o;r/|[ % 

(208) 4- (4 - (2->Woe^) 

15 (209) 2- (4- (4- (2-^f^yoe;i/) ^>'7;i/**-» 7x^;i/) 

(210) 5- (4- (4- (2-^f^yne;i/) «>*J***is) 7i-^) 

(211) 6- (4- (4- (2-^f^7Dt>) ^^y>t^fy) 7x^) 

20 ^**>Bt 

(212) 7- (4- (4- ( 2 -^f^7*ne^) ^>'7;l/^4rv) 7i-^) 

(213) 4- a-yfiuy-i-Jfr* f*v) 

(214) 2- (4- (^7*V>-1 -4** h*v) 7x-;V) 
25 (215) 5- (4 - (t7? W/- 1 h*v) 7x-;V) 

(216) 6- (4- (t7^1/>-l-^Mh^y) 7x-;l/) 

(217) 7- (4- (-J-7* 1 -4 h*v) 7x-;V) ^7*^>^ 

(218) 4- (t7^l/>-2-^M h*v) £,t#&> 
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(219) 


2- 


(4- 




(220) 


5 - 


(4- 


(1"7i?Vy-2-4)V* h*v) 7i-JV) 


(221) 


6 - 


(4- 


{1-79Vy-2->{fr* V**/) 7x-;W) ^^r-9->^ 


(222) 


7- 


(4- 


('f7*l/:'-2->fJM 7xi^) ^7?>^ 


5 (223) 


4- 


(2- 




(224) 


2 - 


(4- 


(2- (^7^l/>-2-^;W) x^i/) 7x-M 


(225) 


7- 


(4- 


(2- (*7*U>-2->fA') xf^y) 7ix;l/) ^7 










(226) 


4 - 


(1, 


4-^^V^+"9->-2-> f;w> h^rv) £JH#», 


10 (227) 


2- 


(4- 


(1, 4— ^>*/y**"9->-2-'f /M h*v) 7x-;v) 


(228) 


5- 


(4- 


(1, 4-^>vy*^r-t>-2 ->f;i^ 7x-;w) 








(229) 


7 - 


(4- 


(1, 4—* 2 ->Ol^ h*v) 7i^) 



15 ^7?>K, 

(230) 4- (*>";>- 7-4 h**>) 

(231) 2- (4- (*^ V >-7-4/M h*v) 7i-;w) gfc® % 

(232) 5 - (4- (^r7V >-7--f;W^ h^v) 7iX^) ^^V^ 

(233) 6 - (4 - (*7 'J>-7->fW h*v) 7ix^) 

20 (234) 7- (4- (*7 'J >-7 -4 fr* h*y) 7ix^) ^7* 

(235) 4 - (2- M)7;i'*nj*^-4-7h*v'*7 y>-6->fA>* h 

(236) 2 - (4 - (2-> , j7^D^f^-4-yh^y^yj>-6-^ 

25 (237) 5- (4- (2- h V7;V*n*f-;w-4-7h*>'*7 V >-6-4 

(238) 6- (4 - (2 -hV7)l/tD^f;v-4-7h^y^;'J>-6->f 
JM h^y) 7ix;v) ^^-9->|| % 
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(239) 7- (4 - (2 -h U7;l/^D^^^-4-rh^r'> + y i ; >-6->f 

15. (1) 2- (3- (5- P) ^Vf-fr) 7 

(2) 1- ( (5E) -6 - (4-n^y7i-^) 
-2- (2- ( 1 H-r h7^-^-5-^V) x^/U) 



(3) 4- ( (1 E) -3- (2- (f b7^/-^-5-^f;V) 7x^y) - 

(4) 2- (3- (3- (lH-fb7/-;v-5-'f;v^Wt) 7*nti» 
7x;^y^f;v) 

(5) 5- ( (4E) -4- (5- {*SV>-2-4n'* h*v) -1, 2, 
3, 4-7f7tKD-l-t7f'Jr/) 7^;v) -1H-t>77*-JK 
**:»±*fLfeogMWt«, ttz\i*1xb<Dffi$m}&, itz\**tib<Ofrftmo 
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mm 

Sequence Listing 
<110> 0N0 Pharmaceutical Co. , Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> 0NF-2760PCT 

<150> JP 9-233158 
<151> 1997-08-28 
<150> JP 9-348825 
<151> 1997-12-18 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SY-40 T-antigen 
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<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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This International Searching Authority found multiple inventions in this international application, as follows: 

The group of inventions as set forth in claims 1 to 7 relates to medicinal 
compositions typified by peroxisome proliferator-activated receptor 
controllers containing as the active ingredient fused or unfused phenyl 
derivatives represented by the general formula (I) given in claim 1, nontoxic 
salts thereof, acid addition salts thereof or hydrates of the same. 

The group of inventions as set forth in claims 8 to 15 relates to the 
compounds represented by the general formula ( I • ) given in claim 8 f among 
the compounds represented by the above general formula (I), nontoxic salts 
thereof, acid addition salts thereof or hydrates of the same per se. 

1. | | As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchable claims. 
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only those claims for which fees were paid, specifically claims Nos.: 
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Remark on Protest The additional search fees were accompanied by the applicant's protest. 

Q No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP98/03760 



Continuation of Box No. II of continuation of fi rst sheet m 

When the disclosure in the description is taken into consideration 
concerning the reason why the group of inventions as set forth in claims 
8 to 15 is regarded as relating to specific compounds of the general formula 
(I* ) restricted to fused ones among the compounds represented by the above 
general formula (I) , it appears that the applicant asserts that the compounds 
represented by the general formula ( 1 1 ) are novel ones while the compounds 
included in the general formula (I) other than the above ones are publicly 
known ones. Therefore, it appears that the disclosure in claims 1 to 7 
involves two inventive concepts, i.e. , -invention of use of novel compounds" 
and "invention of novel use of publicly known compounds" . From the viewpoint 
of the prior art, the group of the compounds represented by the general formula 
(I') as given in claim 8 does not provide an idea of a novel fundamental 
structure. Such being the case, the group of inventions as set forth in 
claims 1 to 7 and the group of the inventions as set forth in claims 8 to 
15 are not considered as relating to a group of inventions so linked as to 
form a single general inventive concept. 
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